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PCT/US02/10257; USSN 09/967,624, filed September 28, 2001; PCT/US/17417; USSN 
10/160,354, filed May 30, 2002; USSN 60/362,034, filed March 4, 2002; and USSN 
10 10/233,098, filed August 30, 2002, herein each incorporated by reference in their entirety. 

STATEMENT AS TO RIGHTS TO INVENTIONS MADE UNDER 
FEDERALLY SPONSORED RESEARCH AND DEVELOPMENT 
Not apphcable. 

15 

FIELD OF THE INVENTION 
The present invention relates to regulation of lymphocyte activation and 
migration. More particularly, the present invention is directed to nucleic acids encoding the 
nucleic acids and proteins listed in Figure 7, which are involved in modulation of lymphocyte 

20 activation and migration, e.g., A-raf-l , Lck, Zap70, Syk, PLC7I , PAG, SHP/PTPl C, CSK, 
nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILIO-Ro, integrinrt2, Enolase la, 
PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, FaAA0251, GG2-1, GRB7, SH2-B, STATl, 
TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, iaAA1228, Est from clone 
2108068, vimentin, filamin A a, centractin a, moesin, TIMP3, and RNH. The invention 

25 fiirther relates to methods for identifying and using agents, including small organic 
molecules, antibodies, peptides, cyclic peptides, nucleic acids, antisense nucleic acids, 
siRNA, and ribozymes, that modulate lymphocyte activation or migration; as well as to the 
use of expression profiles and compositions in diagnosis and therapy related to lymphocyte 
activation and suppression, and lymphocyte migration. 

30 
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BACKGROUND OF THE INVENTION 
The immune response includes both a cellular and a humoral response. The 
cellular response is mediate largely by T lymphocytes (alternatively and equivalently referred 
to herein as T cells), while the humoral response is mediated by B lymphocytes (alternatively 
5 and equivalently referred to herein as B cells). Lymphocytes play a number of crucial roles 
in immune responses, including direct killing of virus-infected cells, cytokine and antibody 
production, and facilitation of B cell responses. Lymphocytes are also involved in acute and 
chronic inflammatory disease; asthma; allergies; autoimmune diseases such as scleroderma, 
pernicious anemia, multiple sclerosis, myasthenia gravis, IDDM, rheumatoid arthritis, 
10 systemic lupus erythematosus, and Crohn's disease; and organ and tissue transplant disease, 
e.g., graft vs. host disease. 

B lymphocytes produce and secrete antibodies in response to the concerted 
presentation of antigen and MHC class II molecules on the surface of antigen presenting 
cells. Antigen presentation initiates B cell activation through the B cell receptor (BCR) at the 
1 5 B cell surface. Signal transduction from the BCR leads to B cell activation and changes in B 
cell gene expression, physiology, and function, including secretion of antibodies. 

T cells do not produce antibodies, but many subtypes of T cells produce co- 
stimulatory molecules that augment antibody production by B cells during the humoral 
immune response. In addition, many T cells engulf and destroy cells or agents that are 
20 recognized by cell surface receptors. Engagement of the cell surface T cell receptor (TCR) 
initiates T cell activation. Signal transduction from the TCR leads to T cell activation and 
changes in T cell gene expression, physiology, and function, including the secretion of 
cytokines. 

Identifying ligands, receptors, and signaling proteins downstream of TCR, as 
25 well as BCR, activation is important for developing therapeutic regents to inhibit immune 
response in inflammatory disease, autoimmune disease, and organ transplant, as well as to 
activate immune response in immunocompromised subjects, and in patients with infectious 
disease and cancer {see, e.g., Rogge et ai. Nature Genetics 25:96-101 (2000)). In addition, 
identification of molecules participating in lymphocyte migration is important for developing 
30 therapeutic reagents, as described above, 

SUMMARY OF THE INVENTION 
The present invention therefore provides nucleic acids and proteins, as shown 
in Figure 7 and the sequence listing provided herein, which are involved in modulation of 
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lymphocyte activation and migration, e.g., A-raf-1, Lck, Zap70, Syk, PLC7I, PAG, 
SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILIO-Rcx, 
integrincC, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, 
SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD, Ku70, SGAMP2, Fibulin-5, KIAA1228, 
5 Est bom clone 2108068, vimentin, filamin A a, centractin ct, moesin, TIMP3, and RNH. The 
invention therefore provides methods of screening for compounds, e.g., small organic 
molecules, antibodies, peptides, lipids, peptides, cyclic peptides, nucleic acids, antisense 
molecules, siRNA, and ribozyme, that are capable of modulating lymphocyte activation and 
lymphocyte migration, e.g., either activating or inhibiting lymphocytes and their ability to 

10 migrate. Therapeutic and diagnostic methods and reagents are also provided. 

In one aspect of the invention, nucleic acids encoding A-raf-1, Lck, Zap70, 
Syk, PLG7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, TGPTP/PTPN2, 
EDGl, ILIO-Ro, integrina2, Enolase la, PRSMI, CLN2, P2X5b, 6PFKL, DUSPl, 
KIAA0251, GG2-1, GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD, Ku70, 

15 SGAMP2, Fibulin-5, KL\A1228, Est from clone 2108068, vimentin, filamin A a, centractin 
a, moesin, TIMP3, and RNH are provided. In another aspect, the present invention provides 
nucleic acids, such as probes, antisense oligonucleotides, siRNA, and ribozymes, that 
hybridize to a gene encoding a protein as listed in Figure 7. In another aspect, the invention 
provides expression vectors and host cells comprising nucleic acids encoding proteins listed 

20 in Figure 7. In another aspect, the present invention provides the proteins listed in Figure 7, 
and antibodies thereto. 

In another aspect, the present invention provides a method for identifying a 
compound that modulates lymphocyte activation or lymphocyte migration, the method 
comprising the steps of: (i) contacting a cell comprising an A-raf-1, Lck, Zap70, Syk, PLC7I, 

25 PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, LLIO- 
Ra, integrinQ2, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, iaAA0251, GG2-1, 
GRB7, SH2-B, STATl, TGF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, 
KIAA1228, Est from clone 2108068, vimentin, filamin A o; centractin a, moesin, TIMP3, or 
RNH polypeptide or fragment thereof with the compound, the polypeptide or fragment 

30 thereof encoded by a nucleic acid that hybridizes under stringent conditions to a nucleic acid 
comprising a nucleotide sequence ofA-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, 
CSK, nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILlO-Ro, integrinofi, 
Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KJAA0251, GG2-1, GRB7, SH2-B, 
STATl, TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, KL\A1228, Est from 
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clone 2108068, vimentin, filamin A a, centractin a, moesin, TIMP3, or RNH; and (ii) 
determining the chemical or phenotypic effect of the compound upon the cell comprising the 
polypeptide or fragment thereof, thereby identifying a compound that modulates lymphocyte 
activation or migration. 

5 In another aspect, the present invention provides a method for identifying a 

compound that modulates lymphocyte activation or migration, the method comprising the 
steps of: (i) contacting the compound with a A-raf-1, Lck, Zap 70, Syk, PLCyl, PAG, 
SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILIO-Ro, 
integrincC, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, 

10 SH2-B, STATl, TCF19. HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, KIAA1228, 
Est from clone 2108068, vimentin, filamin A a, cenfractin cx, moesin, TIMP3, or RNH 
polypeptide or a fragment thereof, the polypeptide or fragment thereof encoded by a nucleic 
acid that hybridizes under stringent conditions to a nucleic acid comprising a nucleotide 
sequence of A-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, 

15 PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILlO-Ro, integrina2, Enolase la, PRSMI, CLN2, 
P2X5b, 6PFKL, DUSPI, KIAA0251, GG2-I, GRB7, SH2-B, STATl, TCFI9, HFPIOIS, 
RERE, SudD, Ku70, SCAMP2, Fibulin-5, KIAA1228, Est from clone 2108068, vimentin, 
filamin A a, centractin a, moesin, TIMP3, or RNH; (ii) determining the physical effect of the 
compound upon the polypeptide; and (iii) determining the chemical or phenotypic effect of 

20 the compound upon a cell comprising an polypeptide or Augment thereof, thereby identifying 
a compound that modulates lymphocyte activation or migration. 

In one embodiment, the polypeptide or fragment thereof is encoded by a 
nucleic acid that hybridizes under stringent conditions to a nucleic acid comprising a 
sequence as listed in Table 7 or the sequence Usting herein. 

25 In another embodiment, the host cell is a B lymphocyte or a T lymphocyte. In 

another embodiment, the host cell is a primary or cultured cell, e.g., a BJAB or Jurkat cell. 

In one embodiment, the chemical or phenotypic effect is determined by 
measuring CD69 expression, IL-2 production, intracellular Ca2+ mobilization, or lymphocyte 
proliferation. 

30 In another embodiment, modulation is inhibition of T or B lymphocyte 

acrivation or migration. 

In another embodiment, the polypeptide is recombinant. 
In another embodiment, the compound is an antibody, an antisense molecule, 
an siRNA, a peptide, a circular peptide, or a small organic molecule. 
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In one embodiment, the chemical or phenotypic effect is determined by 
measuring lymphocyte migration in vitro toward a ligand, e.g., an EDG ligand such as SPP or 
LPA. 

In one aspect, the present invention provides a method of modulating 
5 lymphocyte activation or migration in a subject, the method comprising the step of 

administering to the subject a therapeutically effective amount of a compound identified 
using the methods described above. 

In one embodiment, the subject is a human. 

In another aspect, the present invention provides a composition comprising a 

10 therapeutically effective amount of an analog of 2-amino-2(2-[4-octylphenyl]ethyl)-l ,3- 
propanediol hydrochloride and a physiologically acceptable carrier. 

In one embodiment, the present invention provides method of modulating 
lymphocyte activation or migration in a subject, the method comprising the step of 
administering to the subject a therapeutically effective amount of A-raf-1, Lck, 2^70, Syk, 

15 PLC7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDG I, 
ILIO-Ro, integrinc^, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, 
GG2-1, GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin- 
5, KIAA1228, Est fix)m clone 2108068, vimentin, filamin A a, centractin a, moesin, TIMPS, 
or RNH polypeptide, the polypeptide encoded by a nucleic acid that hybridizes under 

20 stringent conditions to a nucleic acid comprising a nucleotide sequence of A-raf-l , Lck, 
Zap70, Syk, PLC7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, 
TCPTP/PTPN2, EDGI, ILlO-Ro, integrinc^, Enolase la, PRSMI, CLN2, P2X5b, 6PFKL, 
DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, TCFI9, HFPIOIS, RERE, SudD, 
Ku70, SCAMP2, Fibulin-5, KIAA1228, Est from clone 2108068, vimentin, filamin A a, 

25 centractin a, moesin, TIMP3, or RNH. 

In another aspect, the present invention provides a method of modulating 
lymphocyte activation or migration in a subject, the method comprising the step of 
administering to the subject a therapeutically effective amount of a nucleic acid encoding A- 
raf-1, Lck, Zap70, Syk, PLG7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, 

30 TGPTP/PTPN2, EDGI, ILlO-Ro, integrinci2, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, 
DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD. 
Ku70, SC/MvrP2, Fibulin-5, KL\A1228, Est from clone 2108068, vimentin, filamin A a, 
centractin a, moesin, TrMP3, or RNH or fragment thereof, wherein the nucleic acid 
hybridizes under stringent conditions to a nucleic acid encoding a polypeptide comprising a 
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nucleotide sequence of A-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, CSK, 
nucleolin, SLAP, PAK2, TRAGI, TGPTP/PTPN2, EDGI, ILIO-Ro, integrinrtZ, Enolase la, 
PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, 
TCF19, HFPIOIS, RERE, SudD, Ku70, SGAMP2, Fibulin-5, KIAA1228, Est from clone 
5 2 1 08068, vimentin, filamin A a, centractin a, moesin, TIMP3, or RNH. 

In another embodiment, the EDG nucleic acid is selected from the sequences 
listed in Figure 7 or the sequence listing herein. 

In one aspect, the present invention provides a method of modulating T 
lymphocyte migration and activation in a subject, the method comprising the step of 
10 administering to the subject a therapeutically effective amount of a first compound identified 
using the methods described above, which first compound modulates activation, and 
administering to the subject a therapeutically effective amount of a second compound 
identified using the methods described above, which second compound modulates migration. 

In another aspect, the present invention provides a method of modulating T 
15 lymphocyte migration and activation in a subject, the method comprising the step of 
administering to the subject a therapeutically effective amount of a compound identified 
using the methods described above, which compounds modulates both activation and 
migration. 

20 BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 shows a schematic of identification of regulatory proteins that affect 
T cell activation. 

Figure 2 shows a schematic of TCR activation-induced expression of CD69. 
Figure 3 shows a schematic of the distinction between cDNA-induced 
25 phenotypes and somatic mutations. 

Figure 4 shows a schematic of cell specificity of potential targets. 

Figure 5 shows known TCR regulators identified from a CD69 cDNA screen. 

Figure 6 shows primary, novel TCR regulators identified from a CD69 cDNA 

screen. 

30 Figure 7 provides a list of nucleic acids and the proteins that they encode. 

These proteins were identified as modulators of lymphocyte activation and migration. These 
proteins therefore can be used as molecular targets for discovery of compounds that modulate 
lymphocyte activation and migration. 
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DETAILED DESCRIPTION OF THE INVENTION 

Introduction 

For the first time, the proteins listed in Figure 7 have been functionally 
identified as a protein involved in regulating lymphocyte activation and migration. These 
5 proteins were identified in a fimctional genetic screen using CD 69 as a readout of 

lymphocyte activation. These results indicate thatA.-raf-l, Lck, Zap70, Syk, PLC7I, PAG, 
SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRACl, TCPTP/PTPN2, EDGl, ILIO-Ro, 
integrincfi, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, iaAA0251, GG2-1, GRB7, 
SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, iaAA1228, 

10 Est fi-om clone 2108068, vimentin, filamin A a, centractin a, moesin, TIMP3, and RNH can 
be used for inhibition or activation of TCR and BCR signaling and lymphocyte activation. In 
one embodiment, modulators of these proteins are used to inhibit lymphocyte activation. In 
one embodiment, agonists of these proteins are used for inhibition of lymphocyte activation. 

These results also indicate that EDG-1, other EDG family members such as 

15 EDG-5, and EDG modulators, e.g., antagonists or agonists, can be used for inhibition or 

activation of lymphocyte migration. In one embodiment, modulators of EDG family proteins 
are used to inhibit lymphocyte migration. In one embodiment, antagonists of EDG-1 are used 
for inhibition of lymphocyte migration. 

Previously, EDG family proteins were known to be G-protein coupled 

20 receptors (GPCR, see. e.g., WO 94/05695 and US Patent 5,508,384) that are expressed in a 
wide variety of cells (see, e.g., Goetzl et al, J. Immunol. 164:4669-4999 (2000)). However, 
the fimction of EDG proteins was unknown. EDG-1 was identified as expressed in 
endothelial cells as well as in many other cells, and a role in angiogenesis has been proposed 
for this protein {see, e.g. WO 91/15583; Bomfeldt et al, J. Cell Biol. 130: 193-206 (1995); 

25 and Wang et al.. J. Biol. Chem. 274:35343-35350 (1999)). It has also been speculated that 
EDG-1 is involved in numerous diverse disease states {see, e.g., WO 99/46277). EDG-1 is 
ubiquitously expressed. EDG-4 has been identified as expressed in T lymphocytes, among 
other cells {see, e.g, Goetzl etai, J. Immunol. 164:4669-4999 (2000)). A role for EDG-2 
and other EDG family members in apoptosis, e.g., in lymphocytes, has also been proposed 

30 (w,e.g., WO 99/19513). 

EDG-1 and other EDG family members EDG-2 to -8 were known to bind 
sphingolipid ligands, e.g., sphingosine-1 -phosphate (SPP, EDG-1, 3, 5, 6, and 8) or 
lysophosphatidic acid (LP A), EDG-2, 4, and 7) {see. e.g.. Okamoto et al., J. Biol. Chem. 
273:27104-271 10 (1998); Lee et ai. Science 279:1552-1555 (1998); Lee et al.. J. Biol. Chem. 
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273:22105-221 12 (1998); Pyne & Pyne, Biochem. J. 349:385-402 (2000); and Windh et al, 
J. Biol. Chem. 274:27351-27358 (1999); and Prieschl & Baumruker, Immunology Today 
21 :555-560 (2000)). Recent screening for immunosuppressants has re-identified myriocin, a 
sphingosine-like natural fungal product (Chen et al. Chemistry & Biology 6:221-235 (1999)). 
5 FTY720 is a synthetic analog of myriocin and has immunosuppressant activity, e.g., for 
organ transplant and graft vs. host disease (2-amino-2(2-[4-octylphenyl]ethyl)-l,3- 
propanediol hydrochloride). Its primary molecular target, however, is unknown {see, e.g., 
Brinkmann etal., TIPS 21:49-52 (2000); Pinschewer e/ a/., J. Immunol 164:5761-5770 
(2000)). Although extracellular ligands SPP and LPA were known to bind to EDG proteins, 

10 the function of the EDG proteins remained unknown. 

The present invention, therefore, has functionally identified A-raf-1, Lxk, 
Zap70, Syk, PLCyl, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI, 
TCPTP/PTPN2, EDGl, ILIO-Ro, integrinc<2, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, 
DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD, 

15 Ku70, SCAMP2, Fibulin-5, KIAA1228, Est from clone 2108068, vimentin, filamin A a, 
centractin a, moesin, TIMP3, and RNH as drug targets for compounds that suppress or 
activate lymphocyte activation and migration, e.g., for the treatment of diseases in which 
modulation of the immune response is desired, e.g., for treating diseases related to 
lymphocyte activation and migration, such as delayed type hypersensitivity reactions; 

20 asthma; allergies; autoimmime diseases such as scleroderma, pernicious anemia, multiple 

sclerosis, myasthenia gravis, IDDM, rheumatoid arthritis, systemic lupus erythematosus, and 
Crohn's disease; and conditions related to organ and tissue transplant, such as graft vs. host 
disease; and acute and chronic inflanmiation; as well as in diseases in which activation of the 
immune response and stimulation of lymphocyte migration is desired, e.g., in 

25 immunocompromised subjects, e.g., due to HIV infection or cancer, and in infectious disease 
caused by viral, fungal, protozoal, and bacterial infections. 

Definitions 

By "disorder associated with lymphocyte activation or migration" or "disease 
30 associated with lymphocyte activation or migration" herein is meant a disease state which is 
marked by either an excess or a deficit of B or T cell activation or migration. For example, 
lymphocyte activation disorders associated with increased activation or migration include, 
but are not limited to, acute and chronic inflammation, asthma, allergies , autoimmune 
disease and transplant rejection. Pathological states for which it may be desirable to increase 
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lymphocyte activation or migration include HFV infection that results in immunocompromise, 
cancer, and infectious disease such as viral, fungal, protozoal, and bacterial infections. 
Different compounds may be used to modulate lymphocyte activation and migration, or the 
same compound may be used to modulate lymphocyte activation and migration. 
5 "Lymphocyte migration" refers to migration of B and T lymphocytes to and 

fix>m primary and secondary lymphoid organs (e.g., bone marrow, thymus, lymph nodes, 
spleen, Peyer's patch, and tonsils), the periphery, and non-lymphoid tissues via the blood 
stream, lymphatic vessels, and by penetration of capillary walls {see, e.g., Paul, Immunology 
(3"* ed., 1993) (Chapters 4 and 6)). 

1 0 "Lymphocyte activation" refers to the process of stimulating quiescent (Go 

phase of cell cycle), mature B and T cells by encounter with antigen, either directly or 
indirectly (e.g., via a helper cell and antigen presenting cells as well as via direct antigen 
contact with a cell surface molecule of the lymphocyte). Characteristics of activation can 
include, e.g., increase in cell surface markers such as CD69, entry into the Gi phase of the 

15 cell cycle, cytokine production, and proliferation {see, e.g., Paul, Immunology (3"* ed., 1993) 
(Chapters 13 and 14)). 

The terms "A-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, CSK, 
nucleolin, SLAP, PAK2, TRACl, TCPTP/PTPN2, EDGl, ILIO-Ro, integrinofi, Enolase la, 
PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, 

20 TCF19, HFPlOl S, RERE, SudD, Ku70, SCAMP2, Fibulin-5, KL\A1228, Est from clone 

2108068, vimentin, filamin A a, centractin a, moesin, TIMP3, and RNH" protein or fragment 
thereof, or a nucleic acid encoding "A-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, 
CSK, nucleolin, SLAP, PAK2, TRACl, TCPTP/PTPN2, EDGl, ILlO-Ro, integrinoC, 
Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, 

25 STATl, TCF19, HFPIOIS, RERE. SudD, Ku70, SCAMP2, Fibulin-5, KIAA1228, Est from 
clone 2108068, vimentin, filamin A a, centractin a, moesin, TIMP3, and RNH" or a fragment 
thereof refer to nucleic acids and polypeptide polymorphic variants, alleles, mutants, and 
interspecies homologs that: (1) have an amino acid sequence that has greater than about 60% 
amino acid sequence identity, 65%, 70%, 75%, 80%, 85%, 90%, preferably 91%, 92%, 93%, 

30 94%, 95%, 96%, 97%, 98% or 99% or greater amino acid sequence identity, preferably over 
a region of at least about 25, 50, 100, 200, 500, 1000, or more amino acids, to an amino acid 
sequence listed in Figure 7 and the sequence listing provided herein, or to an amino acid 
sequence encoded by a nucleic acid listed in Figure 7 and the sequence listing provided 
herein; (2) specifically bind to antibodies, e.g., polyclonal antibodies, raised against an 
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immunogen comprising an amino acid sequence of a protein listed in Figure 7 or the 
sequence listing, immunogenic fragments thereof, and conservatively modified variants 
thereof; (3) specifically hybridize under stringent hybridization conditions to an anti-sense 
strand corresponding to a nucleic acid sequence encodingA-raf-1, Lck, Zap 70, Syk, PLC7I, 
5 PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI. TCPTP/PTPN2, EDGl, ILIO- 
Ra, integrinc^, Enolase la, PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, 
GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, 
KIAA1228, Est torn clone 2108068, vimentin, filamin A a, centractin a, moesin, TIMP3, 
and RNH, and conservatively modified variants thereof; (4) have a nucleic acid sequence that 

10 has greater than about 60% sequence identity, 65%, 70%, 75%, 80%, 85%, 90%, preferably 
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% or 99%, or higher nucleotide sequence identity, 
preferably over a region of at least about 25, 50, 100, 200, 500, 1000, or more nucleotides, 
toA-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, 
TRAGI, TCPTP/PTPN2, EDGl, miO-Ro, integrinrtZ, Enolase la, PRSMl, CLN2, P2X5b, 

15 6PFKL, DUSPI, KIAA025I, GG2-1, GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE, 

SudD, Ku70, SCAMP2, Fibulin-5, KIAA1228, Est from clone 2108068. vimentin, filamin A 
a, centractin o; moesin, TIMP3, and RNH. 

An A-raf-1. Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, GSK, nucleolin, 
SLAP, PAK2, TRAGI, TGPTP/PTPN2, EDGl, ILIO-Ro, integrinQ2, Enolase la, PRSMl, 

20 GLN2, P2X5b, 6PFKL. DUSPl, KL\A0251, GG2-1, GRB7, SH2-B, STATl, TCF19, 

HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, iaAA1228, Est from clone 2108068, 
vimentin, filamin A a, centractin a, moesin, TIMP3, and RNH polynucleotide or polypeptide 
sequence is typically from a mammal including, but not limited to, primate, e.g., human; 
rodent, e.g., rat, mouse, hamster; cow, pig, horse, sheep, or any mammal. The nucleic acids 

25 and proteins of the invention include both naturally occurring or recombinant molecules. 

The Unigene number for EDG-1 is Hs. 1542 10, and GenBank accession 
numbers for exemplary nucleotide and amino acids sequences are NM_001400, XM_001499, 
NP_001391, XP_00149, AAG51905, AAF43420, and AAA52336. The chromosomal 
location is Chr lp21. The OMIM reference number for EDG-1 is 601974. EDG-1 is 

30 expressed in, e.g., in endothelial cells, vascular smooth muscle cells, fibroblasts, melanocytes 
and cells of epithelioid origin {see. e.g., Hla & Maciag, J. Biol. Chem. 265:9308-9313 (1990); 
Hobson et al., Science 291 :1800-1803 (2001); and Lee et ai. Science 279.1552-1555 (1998)). 
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Exemplary wild type nucleic acid and protein sequences for additional 
members of the EDG family are provided by the following OMIM reference numbers (see 
also Figure 2 for exemplary amino acid sequences of EDG family members): 

For EDG-2, OMIM reference number 602282. The GenBank accession 
5 numbers for exemplary nucleotide and amino acids sequences are NM_001401 , XM_005557, 
XM_036690, XM_036691, NP_001392, XP)-5557, XP_036690, XP_036691, AAC00530, 
AAC51 139, CAA70686, and CAA70687 (see, e.g.. An et ai. Molec. Pharm. 54:881-888 
( 1 998); An et al. . Biochem. Biophys. Res. Commun. 23 1 :6 1 9-622 ( 1 997); Contos et al. , 
Genomics 51:364-378 (1998); Hecht etal. J. Cell. Biol. 135:1071-1083 (1996); and 

10 Moolenaar et ai. Curr. Opin. Cell Biol. 9:168-173 (1997)). 

For EDG-3, OMIM reference number 601965. The GenBank accession 
numbers for exemplary nucleotide and amino acids sequences are NM_005226, NP_005217, 
CAA58744 and AAC51906 {see. e.g.. An et ai. FEBSLett. 417:279-282 (1997); and 
Yamaguchi etal.. Biochem. Biophys. Res. Commun. 227:608-614 (1996)). 

1 5 For EDG-4, OMIM reference number 605 1 10. The GenBank accession 

numbers for exemplary nucleotide and amino acids sequences are NM_004720, XM_0 12893, 
XM_048494, XM_048495, NP_004711, XP_012893, XP_048494, XP_048495, AAB61528, 
AAC27728 and AAF43409 {see. e.g.. An et al, J. Biol. Chem. 273:7906-7910 (1998); An et 
al.. Molec. Pharm. 54:881-888 (1998); Contos et ai. Genomics 64:155-169 (2000); and 

20 Goetzl et ai . J. Immunol 1 64:4996-4999 (2000)). 

For EDG-5, OMIM reference niimber 605 111. The GenBank accession 
numbers for exemplary nucleotide and amino acids sequences are NM_004230, XM_008898, 
NP_004221, XP_008898, and AAC98919 (^ee, e.g.. An et ai. J. Bioi Chem. 275:288-296 
(2000); Kupperman et ai. Nature 406:192-195 (2000); and MacLennan et ai. Molec. Celi 

25 Afewroscj. 5:201-209(1994)). 

For EDG-6, OMIM reference number 60375 1 . The GenBank accession 
numbers for exemplary nucleotide and amino acids sequences are NM_003775, XM_009219, 
NP_003766, XP_009219, and CAA04118 (jee, e.g, Graler etai. Genomics 53:164-169 
(1998); and Jedlicka et ai. Cytogenet. Cell Genet. 65:140 (1994)). 

30 For EDG-7, OMIM reference number 605 106. The GenBank accession 

numbers for exemplary nucleotide and amino acids sequences are NM_012152, XM_002057, 
XM_035234, NP_036284, XP_002057, XP_035234, AAD5631 1, AAF00530, and 
AAF91291 {see. e.g, Bandoh et ai. J. Bioi Chem. 274:27776-27785 (1999)). 
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For EDG-8, OMIM reference number 605146. The GenBank accession 
numbers for exemplary nucleotide and amino acids sequences are NM_030760, XM_049584, 
NP 110387, XP_049584, and AAG3813 {see, e.g., Im et al. J. Biol. Chem. 275:14281- 
14286 (2000)). 

5 As described above, EDG proteins have "G-protein coupled receptor activity," 

e.g., they bind to G-proteins in response to extracellular stimuli, such as ligand binding, and 
promote production of second messengers such as IP3, cAMP, and Ca^* via stimulation of 
enzymes such as phospholipase C and adenylate cyclase. Such activity can be measured in a 
heterologous cell, by coupling a GPCR (or a chimeric GPCR) to a G-protein, e.g., a 

10 promiscuous G-protein such as Gal5, and an enzyme such as PLC, and measuring increases 
in intracellular calcium using (Offermans & Simon, J. Biol. Chem. 270:15175-15180 (1995)). 
Receptor activity can be effectively measured, e.g., by recording ligand-induced changes in 
[Ca^*]i and calcium influx using fluorescent Ca^'^-indicator dyes and fluorometric imaging. 

G protein coupled receptors are glycoproteins that share certain structural 

15 similarities (see, e.g., Gihnan, Ann. Rev. Biochem. 56:615-649 (1987), Strader et al.. The 
FASEB J. 3:1825-1832 (1989), Kobilka et al. Nature 329:75-79 (1985), and Young et al. 
Cell 45:71 1-719 (1986)). For example, G protein coupled receptors have an extracellular 
domain, seven hydrophobic stretches of about 20-25 amino acids in length interspersed with 
eight hydrophilic regions (collectively known as the transmembrane domain), and a 

20 cytoplasmic tail. Each of the seven hydrophobic regions forms a transmembrane alpha helix, 
with the intervening hydrophilic regions forming altematively intracellular and extracellular 
loops. The third cytosolic loop between transmembrane domains five and six is involved in 
G-protein interaction. These transmembrane hydrophobic domains, hydrophilic loop 
domains, extracellular domains, and cytoplasmic tail domains can be structurally identified 

25 using methods known to those of skill in the art, such as sequence analysis programs that 
identify hydrophobic and hydrophilic domains {see, e.g. , Kyte & Doolittle, J. Mol. Biol. 
157:105-132 (1982)). Such domains are useful for making chimeric proteins and for in vitro 
assays of the invention {see, e.g., WO 94/05695 and US Patent 5,508,384). Such domains are 
also considered "fragments" of EDG proteins, and as such are useful in the assays of the 

30 invention, e.g., for ligand binding studies, or for signal transduction studies using chimeric 
proteins. 

The phrase "functional effects" in the context of assays for testing compounds 
that modulate activity of a protein listed in Figure 7 includes the determination of a parameter 
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that is indirectly or directly under the influence of a protein or nucleic acid listed in Figure 7, 
e.g., an indirect, chemical or phenotypic effect such as inhibition of lymphocyte activation or 
migration represented by a change in expression of a cell surface marker or cytokine 
production upon TCR stimulation, or changes in cellular proliferation or apoptosis, or signal 
5 transduction leading to increases in intracellular calcium; or, e.g., a direct, physical effect 
such as ligand binding or inhibition of ligand binding or movement from one chamber to 
another in response to ligand. A functional effect therefore includes ligand binding activity, 
the ability of cells to proliferate, the ability of cells to migrate, apoptosis, gene expression in 
cells undergoing activation, expression of cell surface molecules such as CD69, signal 
10 transduction, production of cytokines, calcium influx, and other characteristics of activated 
and/or migrating lymphocytes. "Functional effects" include in vitro, in vivo, and ex vivo 
activities. 

By "determining the functional effect" is meant assaying for a compound that 
increases or decreases a parameter that is indirectly or directly under the influence of a 

15 protein listed in Figure 7, e.g., measuring physical and chemical or phenotypic effects. Such 
functional effects can be measured by any means known to those skilled in the art, e.g., 
changes in spectroscopic (e.g., fluorescence, absorbance, refractive index), hydrodynamic 
(e.g., shape), chromatographic, or solubility properties for the protein; measuring inducible 
markers or transcriptional activation of the protein; measuring binding activity or binding 

20 assays, e.g. binding to antibodies; measuring changes in ligand binding affinity, e.g., SPP or 
LPA or analogs thereof or sphingolipid-like compounds, either naturally occurring or 
synthetic; measuring cellular proliferation; measuring cellular movement towards a ligand; 
measuring apoptosis; measuring cell surface marker expression, e.g., CD69; measuring 
cytokine, e.g., IL-2, production; measurement of calcium influx; measurement of changes in 

25 protein levels for associated sequences; measurement of RNA stability; G-protcin binding; 
GPCR phosphorylation or dephosphorylation; signal transduction, e.g., receptor-ligand 
interactions, second messenger concentrations (e.g., cAMP, IP3, or intracellular Ca^"*^; 
identification of downsfream or reporter gene expression (CAT, luciferase, ^-gal, GFP and 
the like), e.g., via chemiluminescence, fluorescence, colorimetric reactions, antibody binding, 

30 inducible markers, and ligand binding assays. 

"Inhibitors", "activators", and "modulators" of polynucleotide and 
polypeptide sequences listed in Figure 7 are used to refer to activating, inhibitory, or 
modulating molecules identified using in vitro and in vivo assays of A-raf-l , Lck, Zap70, 
Syk, PLC7I, PAG, SHP/PTPIC, CSK, nucleolin, SLAP, PAK2, TRAGI , TCPTP/PTPN2, 
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EDGl, ILIO-Ro, intcgrincfi, Enolase la, PRSMl, CLN2, P2X5b. 6PFKL, DUSPl, 
KIAA0251, GG2-1, GRB7, SH2-B, STATl, TCF19, HFPIOIS, RERE. SudD, Ku70, 
SCAMP2, Fibulin-5, KJAAI228, Est from clone 2108068, vimentin, filamin A a, centractin 
ot, moesin, TIMP3, and RNH polynucleotide and polypeptide sequences. Inhibitors are 
5 compounds that, e.g., bind to, partially or totally block activity, decrease, prevent, delay 
activation, inactivate, desensitize, or down regulate the activity or expression of these 
proteins, e.g., antagonists. "Activators" are compounds that increase, open, activate, 
facilitate, enhance activation, sensitize, agonize, or up regulate protein activity. Inhibitors, 
activators, or modulators also include genetically modified versions of the proteins of Figure 

10 7, e.g., versions with ahered activity, as well as naturally occurring and synthetic ligands, 

antagonists, agonists, peptides, cyclic peptides, nucleic acids, antibodies, antisense molecules, 
ribozymes, small organic molecules and the like. Such assays for inhibitors and activators 
include, e.g., expressing A-raf-1, Lck, Zap70, Syk, PLC7I, PAG, SHP/PTPIC, CSK. 
nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILIG-Ro, integrinc^, Enolase la, 

15 PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, 
TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, KIAA1228, Est from clone 
2108068, vimentin, filamin A a, centractin o; moesin, TIMP3, and RNH protein in vitro, in 
cells, cell extracts, or cell membranes, applying putative modulator compounds, and then 
determining the functional effects on activity, as described above. 

20 Samples or assays comprising the proteins of Figiu^ 7 that are treated with a 

potential activator, inhibitor, or modulator are compared to control samples without the 
inhibitor, activator, or modulator to examine the extent of activation or migration modulation. 
Control samples (untreated with inhibitors) are assigned a relative protein activity value of 
100%. Inhibition of a protein is achieved when the activity value relative to the control is 

25 about 80%, preferably 50%, more preferably 25-0%. Activation of a protein is achieved 
when the activity value relative to the control (untreated with activators) is 1 10%, more 
preferably 150%, more preferably 200-500% (i.e., two to five fold higher relative to the 
control), more preferably 1000-3000% higher. 

The term 'lest compound" or "drug candidate" or "modulator" or grammatical 

30 equivalents as used herein describes any molecule, either naturally occurring or synthetic, 
e.g., protein, oligopeptide (e.g., from about 5 to about 25 amino acids in length, preferably 
from about lOto 20 or 12 to 18 amino acids in length, preferably 12, 15, or 18 amino acids in 
length), small organic molecule, polysaccharide, Upid, fatty acid, polynucleotide, 
oligonucleotide, etc., to be tested for the capacity to directly or indirectly modulation 
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lymphocyte activation. The test compound can be in the form of a library of test compounds, 
such as a combinatorial or randomized library that provides a sufficient range of diversity. 
Test compounds are optionally linked to a fusion partner, e.g., targeting compounds, rescue 
compounds, dimerization compounds, stabilizing compounds, addressable compounds, and 
5 other functional moieties. Conventionally, new chemical entities with useful properties are 
generated by identifying a test compound (called a "lead compound") with some desirable 
property or activity, e.g., inhibiting activity, creating variants of the lead compound, and 
evaluating the property and activity of those variant compounds. Often, high throughput 
screening (HTS) methods are employed for such an analysis. 

10 A "small organic molecule" refers to an organic molecule, either naturally 

occurring or synthetic, that has a molecular weight of more than about 50 daltons and less 
than about 2500 daltons, preferably less than about 2000 daltons, preferably between about 
100 to about 1000 daltons, more preferably between about 200 to about 500 daltons. 

"Biological sample" include sections of tissues such as biopsy and autopsy 

15 samples, and fi-ozen sections taken for histologic purposes. Such samples include blood, 
sputum, tissue, cultured cells, e.g., primary cultures, explants, and transformed cells, stool, 
urine, etc. A biological sample is typically obtained imm a eukaryotic organism, most 
preferably a mammal such as a primate e.g., chimpanzee or human; cow; dog; cat; a rodent, 
e.g., guinea pig, rat, mouse; rabbit; or a bird; reptile; or fish. 

20 The terms "identical" or percent "identity," in the context of two or more 

nucleic acids or polypeptide sequences, refer to two or more sequences or subsequences that 
are the same or have a specified percentage of amino acid residues or nucleotides that are the 
same (i.e., about 60% identity, preferably 65%, 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 
94%, 95%, 96%, 97%, 98%, 99%, or higher identity over a specified region, when compared 

25 and aligned for maximum correspondence over a comparison window or designated region) 
as measured using a BLAST or BLAST 2.0 sequence comparison algorithms with default 
parameters described below, or by manual alignment and visual inspection (see, e.g., NCBI 
web site or the like). Such sequences are then said to be "substantially identical." This 
definition also refers to, or may be applied to, the compliment of a test sequence. The 

30 definition also includes sequences that have deletions and/or additions, as well as those that 
have substitutions. As described below, the preferred algorithms can account for gaps and 
the like. Preferably, identity exists over a region that is at least about 25 amino acids or 
nucleotides in length, or more preferably over a region that is 50-100 amino acids or 
nucleotides in length. 
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For sequence comparison, typically one sequence acts as a reference sequence, 
to which test sequences are compared. When using a sequence comparison algorithm, test 
and reference sequences are entered into a computer, subsequence coordinates are designated, 
if necessary, and sequence algorithm program parameters are designated. Preferably, default 
5 program parameters can be used, or alternative parameters can be designated. The sequence 
comparison algorithm then calculates the percent sequence identities for the test sequences 
relative to the reference sequence, based on the program parameters. 

A "comparison window", as used herein, includes reference to a segment of 
any one of the number of contiguous positions selected from the group consisting of from 20 

10 to 600, usually about 50 to about 200, more usually about 100 to about 150 in which a 
sequence may be compared to a reference sequence of the same number of contiguous 
positions after the two sequences are optimally aligned. Methods of alignment of sequences 
for comparison are well-known in the art. Optimal alignment of sequences for comparison 
can be conducted, e.g., by the local homology algorithm of Smith & Waterman, Adv. Appl. 

15 Math. 2:482 (1981), by the homology alignment algorithm of Needleman & Wunsch, J. Mol. 
Biol. 48:443 (1970), by the search for similarity method of Pearson & Lipman, Proc. Nat 'I. 
Acad. Sci. USA 85:2444 (1988), by computerized implementations of these algorithms 
(GAP, BESTFIT, FASTA, and TFASTA in the Wisconsin Genetics Software Package, 
Genetics Computer Group, 575 Science Dr., Madison, WI), or by manual alignment and 

20 visual inspection (see, e.g., Current Protocols in Molecular Biology (Ausubel et al., eds. 
1995 supplement)). 

A preferred example of algorithm that is suitable for determining percent 
sequence identity and sequence similarity are the BLAST and BLAST 2.0 algorithms, which 
are described in Altschul et al.. Nuc. Acids Res. 25:3389-3402 (1977) and Altschul et al., J. 

25 Mol. Biol. 215:403-410 (1990), respectively. BLAST and BLAST 2.0 are used, with the 

parameters described herein, to determine percent sequence identity for the nucleic acids and 
proteins of the invention. Software for performing BLAST analyses is publicly available 
through the National Center for Biotechnology Information. This algorithm involves first 
identifying high scoring sequence pairs (HSPs) by identifying short words of length W in the 

30 query sequence, which either match or satisfy some positive-valued threshold score T when 
aligned with a word of the same length in a database sequence. T is referred to as the 
neighborhood word score threshold (Altschul et al., supra). These initial neighborhood word 
hits act as seeds for initiating searches to find longer HSPs containing them. The word hits 
are extended in both directions along each sequence for as far as the cumulative alignment 
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score can be increased. Cumulative scores are calculated using, for nucleotide sequences, the 
parameters M (reward score for a pair of matching residues; always > 0) and N (penalty score 
for mismatching residues; always < 0). For amino acid sequences, a scoring matrix is used to 
calculate the cumulative score. Extension of the word hits in each direction are halted when: 
5 the cumulative alignment score falls off by the quantity X from its maximum achieved value; 
the cumulative score goes to zero or below, due to the accumulation of one or more negative- 
scoring residue alignments; or the end of either sequence is reached. The BLAST algorithm 
parameters W, T, and X determine the sensitivity and speed of the aligimient. The BLASTN 
program (for nucleotide sequences) uses as defaults a wordlength (W) of 1 1 , an expectation 
10 (E) of 10, M=5, N=-4 and a comparison of both strands. For amino acid sequences, the 
BLASTP program uses as defaults a wordlength of 3, and expectation (E) of 10, and the 
BLOSUM62 scoring matrix (see Henikoff & HenikofF, Proc. Natl. Acad. Sci. USA 89:10915 
(1989)) alignments (B) of 50, expectation (E) of 10, M=5, N=-4, and a comparison of both 
strands. 

1 5 "Nucleic acid" refers to deoxyribonucleotides or ribonucleotides and polymers 

thereof in either single- or double-stranded form, and complements thereof. The term 
encompasses nucleic acids containing known nucleotide analogs or modified backbone 
residues or linkages, which are synthetic, naturally occurring, and non-naturally occurring, 
which have similar binding properties as the reference nucleic acid, and which are 

20 metabolized in a manner similar to the reference nucleotides. Examples of such analogs 
include, without limitation, phosphorothioates, phosphoramidates, methyl phosphonates, 
chiral-methyl phosphonates, 2-0-methyl ribonucleotides, peptide-nucleic acids (PNAs). 

Unless otherwise indicated, a particular nucleic acid sequence also implicitly 
encompasses conservatively modified variants thereof (e.g., degenerate codon substitutions) 

25 and complementary sequences, as well as the sequence explicitly indicated. Specifically, 
degenerate codon substitutions may be achieved by generating sequences in which the third 
position of one or more selected (or all) codons is substituted with mixed-base and/or 
deoxyinosine residues (Batzer el al., Nucleic Acid Res. 19:5081 (1991); Ohtsuka et al, J. 
Biol. Chem. 260:2605-2608 (1985); Rossolini et al., Mol. Cell. Probes 8:91-98 (1994)). The 

30 term nucleic acid is used interchangeably with gene, cDNA, mRNA, oligonucleotide, and 
polynucleotide. 

A particular nucleic acid sequence also implicitly encompasses "splice 
variants." Similarly, a particular protein encoded by a nucleic acid implicitly encompasses 
any protein encoded by a splice variant of that nucleic acid. "Splice variants," as the name 
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suggests, are products of alternative splicing of a gene. After transcription, an initial nucleic 
acid transcript may be spliced such that different (alternate) nucleic acid splice products 
encode different polypeptides. Mechanisms for the production of splice variants vary, but 
include alternate splicing of exons. Alternate polypeptides derived fit>m the same nucleic 
5 acid by read-through transcription are also encompassed by this definition. Any products of a 
splicing reaction, including recombinant forms of the splice products, are included in this 
definition. An example of potassium channel splice variants is discussed in Leicher, et al., J. 
Biol. Chem. 273(52):35095-35101 (1998). 

The terms "polypeptide," "peptide" and "protein" are used interchangeably 

10 herein to refer to a polymer of amino acid residues. The terms apply to amino acid polymers 
in which one or more amino acid residue is an artificial chemical mimetic of a corresponding 
natiually occurring amino acid, as well as to naturally occurring amino acid polymers and 
non-naturally occurring amino acid polymer. 

The term "amino acid" refers to naturally occurring and synthetic amino acids, 

1 5 as well as amino acid analogs and amino acid mimetics that function in a manner similar to 
the naturally occurring amino acids. Naturally occurring amino acids are those encoded by 
the genetic code, as well as those amino acids that are later modified, e.g., hydroxyproline, 7- 
carboxyglutamate, and 0-phosphoserine. Amino acid analogs refers to compounds that have 
the same basic chemical structure as a naturally occurring amino acid, i.e., an a carbon that is 

20 bound to a hydrogen, a carboxyl group, an amino group, and an R group, e.g., homoserine, 
norleucine, methionine sulfoxide, methionine methyl sulfonium. Such analogs have modified 
R groups (e.g., norleucine) or modified peptide backbones, but retain the same basic chemical 
structure as a naturally occurring amino acid. Amino acid mimetics refers to chemical 
compounds that have a structure that is different from the general chemical structure of an 

25 amino acid, but that ftinctions in a manner similar to a naturally occurring amino acid. 

Amino acids may be referred to herein by either their commonly known three 
letter symbols or by the one-letter symbols reconunended by the lUPAC-IUB Biochemical 
Nomenclature Commission. Nucleotides, likewise, may be referred to by their commonly 
accepted single-letter codes. 

30 "Conservatively modified variants" applies to both amino acid and nucleic 

acid sequences. With respect to particular nucleic acid sequences, conservatively modified 
variants refers to those nucleic acids which encode identical or essentially identical amino 
acid sequences, or where the nucleic acid does not encode an amino acid sequence, to 
essentially identical sequences. Because of the degeneracy of the genetic code, a large 
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number of functionally identical nucleic acids encode any given protein. For instance, the 
codons GCA, GCC, GCG and GCU all encode the amino acid alanine. Thus, at every 
position where an alanine is specified by a codon, the codon can be altered to any of the 
corresponding codons described without altering the encoded polypeptide. Such nucleic acid 
5 variations are "silent variations," which are one species of conservatively modified 

variations. Every nucleic acid sequence herein which encodes a polypeptide also describes 
every possible silent variation of the nucleic acid. One of skill will recognize that each codon 
in a nucleic acid (except AUG, which is ordinarily the only codon for methionine, and TGG, 
which is ordinarily the only codon for tryptophan) can be modified to yield a functionally 

10 identical molecule. Accordingly, each silent variation of a nucleic acid which encodes a 

polypeptide is implicit in each described sequence with respect to the expression product, but 
not with respect to actual probe sequences. 

As to amino acid sequences, one of skill will recognize that individual 
substitutions, deletions or additions to a nucleic acid, peptide, polypeptide, or protein 

15 sequence which alters, adds or deletes a single amino acid or a small percentage of amino 
acids in the encoded sequence is a "conservatively modified variant" where the alteration 
results in the substitution of an amino acid with a chemically similar amino acid. 
Conservative substitution tables providing functionally similar amino acids arc well known in 
the art. Such conservatively modified variants are in addition to and do not exclude 

20 polymorphic variants, interspecies homologs, and alleles of the invention. 

The following eight groups each contain amino acids that are conservative 
substitutions for one another: 1) Alanine (A), Glycine (G); 2) Aspartic acid (D), Glutamic 
acid (E); 3) Asparagine (N), Glutamine (Q); 4) Arginine (R), Lysine (K); 5) Isolcucine (I), 
Leucine (L), Methionine (M), Valine (V); 6) Phenylalanine (F), Tyrosine (Y), Tryptophan 

25 (W); 7) Serine (S), Threonine (T); and 8) Cysteine (C), Methionine (M) {see. e.g., Crcighton, 
Protons (1984)). 

Macromolecular structures such as polypeptide structiwes can be described in 
terms of various levels of organization. For a general discussion of this organization, see, 
e.g., Alberts et ai. Molecular Biology of the Cell (3"* ed., 1994) and Cantor & Schimmel, 
30 Biophysical Chemistry Part I: The Conformation of Biological Macromolecules (1980). 
"Primary structiu-e" refers to the amino acid sequence of a particular peptide. "Secondary 
structure" refers to locally ordered, three dimensional structures within a polypeptide. These 
structures are commonly known as domains, e.g., transmembrane domains, pore domains, 
and cytoplasmic tail domains. Domains are portions of a polypeptide that form a compact 
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unit of the polypeptide and are typically 15 to 350 amino acids long. Exemplary domains 
include extracellular domains, transmembrane domains, and cytoplasmic domains. Typical 

domains are made up of sections of lesser organization such as stretches of 3-sheet and a- 

helices. "Tertiary stmcture" refers to the complete three dimensional structure of a 
5 polypeptide monomer. "Quaternary structure" refers to the three dimensional structure 
formed by the noncovalent association of independent tertiary units. Anisotropic terms are 
also known as energy terms. 

A "label" or a "detectable moiety" is a composition detectable by 
spectroscopic, photochemical, biochemical, immunochemical, chemical, or other physical 

10 means. For example, useful labels include "P, fluorescent dyes, electron-dense reagents, 
enzymes (e.g., as commonly used in an ELISA), biotin, digoxigenin, or haptens and proteins 
which can be made detectable, e.g., by incorporating a radiolabel into the peptide or used to 
detect antibodies specifically reactive with the peptide. 

The term "recombinant" when used with reference, e.g., to a cell, or nucleic 

1 5 acid, protein, or vector, indicates that the cell, nucleic acid, protein or vector, has been 

modified by the introduction of a heterologous nucleic acid or protein or the alteration of a 
native nucleic acid or protein, or that the cell is derived from a cell so modified. Thus, for 
example, recombinant cells express genes that are not found within the native (non- 
recombinant) form of the cell or express native genes that are otherwise abnormally 

20 expressed, under expressed or not expressed at all. 

The term "heterologous" when used with reference to portions of a nucleic 
acid indicates that the nucleic acid comprises two or more subsequences that are not found in 
the same relationship to each other in nature. For instance, the nucleic acid is typically 
recombinantly produced, having two or more sequences from umelated genes arranged to 

25 make a new functional nucleic acid, e.g., a promoter from one source and a coding region 
from another source. Similarly, a heterologous protein indicates that the protein comprises 
two or more subsequences that are not found in the same relationship to each other in nature 
(e.g., a fusion protein). 

The phrase "stringent hybridization conditions" refers to conditions under 

30 which a probe will hybridize to its target subsequence, typically in a complex mixture of 
nucleic acids, but to no other sequences. Stringent conditions are sequence-dependent and 
will be different in different circumstances. Lx)nger sequences hybridize specifically at 
higher temperatures. An extensive guide to the hybridization of nucleic acids is found in 
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Tijssen, Techniques in Biochemistry and Molecular Biology— Hybridization with Nucleic 
Probes, "Overview of principles of hybridization and the strategy of nucleic acid assays" 
(1993). Generally, stringent conditions are selected to be about 5-10°C lower than the 
thermal melting point (!„,) for the specific sequence at a defined ionic strength pH. The T^, is 
5 the temperature (under defined ionic strength, pH, and nucleic concentration) at which 50% 
of the probes complementary to the target hybridize to the target sequence at equilibrium (as 
the target sequences are present in excess, at Tm, 50% of the probes are occupied at 
equilibrium). Stringent conditions may also be achieved with the addition of destabilizing 
agents such as formamide. For selective or specific hybridization, a positive signal is at least 
10 two times background, preferably 10 times background hybridization. Exemplary stringent 
hybridization conditions can be as following: 50% formamide, 5x SSC, and 1% SDS, 
incubating at 42°C, or, 5x SSC, 1% SDS, incubating at 65°C, with wash in 0.2x SSC, and 
0.1%SDSat65°C. 

Nucleic acids that do not hybridize to each other under stringent conditions are 

1 5 still substantially identical if the polypeptides which they encode are substantially identical. 
This occurs, for example, when a copy of a nucleic acid is created using the maximum codon 
degeneracy permitted by the genetic code. In such cases, the nucleic acids typically hybridize 
under moderately stringent hybridization conditions. Exemplary "moderately stringent 
hybridization conditions" include a hybridization in a buffer of 40% formamide, 1 M NaCl, 

20 1% SDS at 3TC, and a wash in IX SSC at 45''C. A positive hybridization is at least twice 
background. Those of ordinary skill will readily recognize that alternative hybridization and 
wash conditions can be utilized to provide conditions of similar stringency. Additional 
guidelines for determining hybridization parameters are provided in numerous reference, e.g., 
and Current Protocols in Molecular Biology, ed. Ausubel, et al. 

25 For PGR, a temperature of about 36°C is typical for low stringency 

amplification, although annealing temperatures may vary between about 32°C and 48°C 
depending on primer length. For high stringency PCR amplification, a temperature of about 
62°C is typical, although high stringency annealing temperatures can range fi-om about 50''C 
to about 65°C, depending on the primer length and specificity. Typical cycle conditions for 

30 both high and low stringency amplifications include a denatxiration phase of 90''C - 95°C for 
30 sec - 2 min., an annealing phase lasting 30 sec. - 2 min., and an extension phase of about 
72°C for 1 - 2 min. Protocols and guidelines for low and high stringency amplification 
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reactions are provided, e.g., in Innis et al. (1990) PCR Protocols. A Guide to Methods and 
Applications, Academic Press, Inc. N.Y.). 

"Antibody" refers to a polypeptide comprising a framework region from an 
inununoglobulin gene or fragments thereof that specifically binds and recognizes an antigen. 
5 The recognized immunoglobulin genes include the kappa, lambda, alpha, gamma, delta, 

epsilon, and mu constant region genes, as well as the myriad immunoglobulin variable region 
genes. Light chains are classified as either kappa or lambda. Heavy chains are classifred as 
gamma, mu, alpha, delta, or epsilon, which in turn define the immunoglobulin classes, IgG, 
IgM, IgA, IgD and IgE, respectively. Typically, the antigen-binding region of an antibody 

1 0 will be most critical in specificity and affinity of binding. 

An exemplary immunoglobulin (antibody) structural unit comprises a 
tetramer. Each tetramer is composed of two identical pairs of polypeptide chains, each pair 
having one "light" (about 25 kD) and one "heavy" chain (about 50-70 kD). The N-terminus 
of each chain defines a variable region of about 100 to 110 or more amino acids primarily 

15 responsible for antigen recognition. The terms variable light chain (V l) and variable heavy 
chain (Vh) refer to these light and heavy chains respectively. 

Antibodies exist, e.g., as intact immunoglobulins or as a number of well- 
characterized fragments produced by digestion with various peptidases. Thus, for example, 
pepsin digests an antibody below the disulfide Unkages in the hinge region to produce F(ab)'2, 

20 a dimer of Fab which itself is a light chain joined to Vh-Ch1 by a disulfide bond. The F(ab)'2 
may be reduced under mild conditions to break the disulfide linkage in the hinge region, 
thereby converting the F(ab)'2 dimer into an Fab' monomer. The Fab' monomer is 
essentially Fab with part of the hinge region {see Fundamental Immunology (Paul ed., 3d ed. 
1993). While various antibody fragments are defined in terms of the digestion of an intact 

25 antibody, one of skill will appreciate that such fragments may be synthesized de novo either 
chemically or by using recombinant DNA methodology. Thus, the term antibody, as used 
herein, also includes antibody fragments either produced by the modification of whole 
antibodies, or those synthesized de novo using recombinant DNA methodologies (e.g., single 
chain Fv) or those identified using phage display libraries {see, e.g., McCafferty et al. Nature 

30 348:552-554(1990)) 

For preparation of antibodies, e.g., recombinant, monoclonal, or polyclonal 
antibodies, many technique known in the art can be used {see, e.g., Kohler & Milstein, 
Nature 256:495-497 (1975); Kozbor et al. Immunology Today 4: 72 (1983); Cole et al, pp. 
77-96 m Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc. (1985); Coligan, 
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Current Protocols in Immunology (1991); Harlow & Lane, Antibodies, A Laboratory Manual 
(1988); and Coding, Monoclonal Antibodies: Principles and Practice (2d ed. 1986)). The 
genes encoding the heavy and light chains of an antibody of interest can be cloned from a 
cell, e.g., the genes encoding a monoclonal antibody can be cloned from a hybridoma and 
5 used to produce a recombinant monoclonal antibody. Gene libraries encoding heavy and 
light chains of monoclonal antibodies can also be made from hybridoma or plasma cells. 
Random combinations of the heavy and light chain gene products generate a large pool of 
antibodies with different antigenic specificity {see, e.g., Kuby, Immunology (3"* ed. 1997)). 
Techniques for the production of single chain antibodies or recombinant antibodies (U.S. 

1 0 Patent 4,946,778, U.S. Patent No. 4,8 1 6,567) can be adapted to produce antibodies to 
polypeptides of this invention. Also, transgenic mice, or other organisms such as other 
mammals, may be used to express humanized or human antibodies (see. e.g., U.S. Patent 
Nos. 5,545,807; 5,545,806; 5,569,825; 5,625,126; 5,633,425; 5,661,016, Marks et al. 
Bio/Technology 10:779-783 (1992); Lonberg a/.. Nature 368:856-859 (1994); Morrison, 

15 A/a/ure 368:812-13 (1994); Fishwild etal. Nature Biotechnology 14:845-51 (1996); 
Neuberger, Nature Biotechnology 14:826 (1996); and Lonberg & Huszar, Intern. Rev. 
Immunol. 13:65-93 (1995)). Alternatively, phage display technology can be used to identify 
antibodies and heteromeric Fab fragments that specifically bind to selected antigens {see, e.g., 
McCafferty et al.. Nature 348:552-554 (1990); Marks et al.. Biotechnology 10:779-783 

20 (1992)). Antibodies can also be made bispecific, i.e., able to recognize two different antigens 
{see, e.g., WO 93/08829, Traunecker e/ a/.. EMBOJ. 10:3655-3659 (1991); and Sureshe/a/., 
Methods in Enzymology 121 :210 (1986)). Antibodies can also be heteroconjugates, e.g., two 
covalently joined antibodies, or immunotoxins {see, e.g., U.S. Patent No. 4,676,980 , WO 
91/00360; WO 92/200373; and EP 03089). 

25 Methods for humanizing or primatizing non-human antibodies are well known 

in the art. Generally, a humanized antibody has one or more amino acid residues introduced 
into it from a source which is non-human. These non-human amino acid residues are often 
referred to as import residues, which are typically taken from an import variable domain. 
Humanization can be essentially performed following the method of Winter and co-workers 

30 {see. e.g., Jones et al. Nature 321 :522-525 (1986); Riechmann et al. Nature 332:323-327 
(1988); Verhoeyen et al.. Science 239:1534-1536 (1988) and Presta, Curr. Op. Struct. Biol. 
2:593-596 (1992)), by substituting rodent CDRs or CDR sequences for the corresponding 
sequences of a human antibody. Accordingly, such humanized antibodies are chimeric 
antibodies (U.S. Patent No. 4,816,567), wherein substantially less than an intact human 
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variable domain has been substituted by the corresponding sequence fixim a non-human 
species. In practice, humanized antibodies are typically human antibodies in which some 
CDR residues and possibly some FR residues are substituted by residues from analogous sites 
in rodent antibodies. 

5 A "chimeric antibody" is an antibody molecule in which (a) the constant 

region, or a portion thereof, is altered, replaced or exchanged so that the antigen binding site 
(variable region) is linked to a constant region of a different or altered class, effector function 
and/or species, or an entirely different molecule which confers new properties to the chimeric 
antibody, e.g., an enzyme, toxin, hormone, growth factor, drug, etc.; or (b) the variable 

10 region, or a portion thereof, is altered, replaced or exchanged with a variable region having a 
different or altered antigen specificity. 

In one embodiment, the antibody is conjugated to an "effector" moiety. The 
effector moiety can be any number of molecules, including labeling moieties such as 
radioactive labels or fluorescent labels, or can be a therapeutic moiety. In one aspect the 

15 antibody modulates the activity of the protein. 

The phrase "specifically (or selectively) binds" to an antibody or "specifically 
(or selectively) immunoreactive with," when referring to a protein or peptide, refers to a 
binding reaction that is determinative of the presence of the protein, often in a heterogeneous 
population of proteins and other biologies. Thus, under designated immunoassay conditions, 

20 the specified anfibodies bind to a particular protein at least two times the background and 

more typically more than 10 to 100 times background. Specific binding to an antibody under 
such conditions requires an antibody that is selected for its specificity for a particular protein. 
For example, polyclonal antibodies raised to a protein of Figiu-e 7, polymorphic variants, 
alleles, orthologs, and conservatively modified variants, or splice variants, or portions 

25 thereof, can be selected to obtain only those polyclonal antibodies that are specifically 

immunoreactive with a Figure 7 protein and not with other proteins. This selection may be 
achieved by subtracting out antibodies that cross-react with other molecules. A variety of 
immunoassay formats may be used to select antibodies specifically immunoreactive with a 
particular protein. For example, solid-phase ELISA immunoassays are routinely used to 

30 select antibodies specifically immunoreactive with a protein (see, e.g., Harlow & Lane, 
Antibodies, A Laboratory Manual (1988) for a description of immunoassay formats and 
conditions that can be used to determine specific immunoreactivity). 

By "therapeutically effective dose" herein is meant a dose that produces 
effects for which it is administered. The exact dose will depend on the purpose of the 
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treatment, and will be ascertainable by one skilled in the art using known techniques (see, 
e.g., Lieberman, Pharmaceutical Dosage Forms (vols. 1-3, 1992); Lloyd, The Art, Science 
and Technology of Pharmaceutical Compounding (1999); and Pickar, Dosage Calculations 
(1999)). 

5 

Assays for proteins that modulation lymphocyte activation 

High throughput functional genomics assays can be used to identify 
modulators of lymphocyte activation. Such assays can monitor changes in cell surface 
marker expression, cytokine production, antibody production, proliferation and 

10 differentiation, and apoptosis, using either cell lines or primary cells. Typically, the 

lymphocytes are contacted with a cDNA or a random peptide library (encoded by nucleic 
acids). The cDNA library can comprise sense, antisense, full length, and truncated cDNAs. 
The peptide hbrary is encoded by nucleic acids. The lymphocytes are then activated, e.g., by 
activating either the T cell receptor (TCR, also known as CD3) or the B cell receptor (BCR, 

1 5 also known as siuface or mig), as appropriate, e.g., using antibodies to the receptor. The 
effect of the cDNA or peptide library on the phenotype of lymphocyte activation is then 
monitored, using an assay as described above. The effect of the cDNA or peptide can be 
validated and distinguished from somatic mutations, using, e.g., regulatable expression of the 
nucleic acid such as expression from a tetracycline promoter. cDNAs and nucleic acids 

20 encoding peptides can be rescued using techniques known to those of skill in the art, e.g., 
using a sequence tag. 

Proteins interacting with the peptide or with the protein encoded by the cDNA 
can be isolated using a yeast two-hybrid system, mammalian two hybrid system, or phage 
display screen, etc. Targets so identified can be further used as bait in these assays to identify 

25 additional members of the lymphocyte activation pathway, which members are also targets 
for drug development {see, e.g.. Fields et al. Nature 340:245 (1989); Vasavada et al, Proc. 
Nat'lAcad. Sci. USA 88:10686 (1991); Fearon etal., Proc. NaflAcad Sci. USA 89:7958 
(1992); Dang et al.. Mol. Cell. Biol. 1 1 :954 (1991); Chien et al.. Proc. Nat'lAcad. Sci. USA 
9578 (1991); and U.S. Patent Nos. 5,283,173, 5,667,973, 5,468,614, 5.525,490, and 

30 5,637,463). 

Suitable B cell lines include surface Ig(+) lines such as CL-01, LA350, and 
CA46, as well as other mature and immature B cell lines and primary B cells known to those 
of skill in the art. Suitable T cell lines include Jurkat, HPB-ALL, HSB-2, and PEER, as well 
as other matiu-e and immature T cell lines and primary T cells known to those of skill in the 
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art. Suitable B cell surface markers, for assaying B cell activation, include MHC class I, 
MHC class II, CD23, CD40, CD58, CD69, CD72, CD80, CD86, LFA-1, LFA-3, and ICAM- 
1, as well as other cell surface markers known to those of skill in the art. Suitable T cell 
surface markers include MHC class II, CD2, CD3, CD4, CDS, CD8, CD25, CD28, CD69, 
5 CD40L, LFA-I, and ICAM-1 as well as other cell surface markers known to those of skill in 
the art (see, e.g., Yablonski et ai. Science 281:413-416 (1998)). Suitable cytokines, for 
measuring either production or response, include IL-2, IL-4, IL-5, IL-6, IL- 1 0, INF-7, and 
TGF-i3, as well as their corresponding receptors. 

Cell surface markers can be assayed using fluorescently labeled antibodies and 
10 FACS. Cell proliferation can be measured using ^H-thymidine or dye inclusion. Apoptosis 
can be measured using dye inclusion, or by assaying for DNA laddering or increases in 
intracellular calcium. Cytokine production can be measured using an immunoassay such as 
ELISA. 

cDNA libraries are made from any suitable source, preferably from primary 

1 5 human lymphoid organs such as thymus, spleen, lymph node, and bone marrow. Libraries 
encoding random peptides are made according to techniques well known to those of skill in 
the art {see, e.g., U.S. Patent No. 6,153,380, 6,114,111, and 6,180,343). Any suitable vector 
can be used for the cDNA and peptide libraries, including, e.g., retroviral vectors. 

In a preferred embodiment, target proteins that modulate lymphocyte 

20 activation, preferably T cell activation, are identified using a high throughput cell based assay 
(using a microtiter plate format) and FACS screening for CD69 cell surface expression (see 
Figures 1-4 and Example Y). cDNA libraries are made from primary lymphocyte organs. 
These cDNA libraries include, e.g., sense, antisense, fiill length, and truncated cDNAs. The 
cDNAs are cloned into a retroviral vector with a tet-regulatable promoter. Jurkat cells are 

25 infected with the library, the cells are stimulated with anti-TCR antibodies, and then the cells 
are sorted using fluorescent antibodies and FACS for CD69 low/CD3+ cells. Cells with the 
desired phenotype are recovered, expanded, and cloned. A Tet-regulatable phenotype is 
established to distinguish somatic mutations. The cDNA is rescued. Optionally, the 
phenotype is validated by assaying for IL-2 production using primary lymphocytes. 

30 Optionally, a marker such as GFP can be used to select for retrovirally infected cells. Using 
this system, cDNAs encoding the proteins of Figure 1 were identified as inhibitors of T cell 
activation. 
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Isolation of nucleic acids 

This invention relies on routine techniques in the field of recombinant 
genetics. Basic texts disclosing the general methods of use in this invention include 
Sambrook et ai. Molecular Cloning, A Laboratory Manual (2nd ed. 1989); Kriegler, Gene 
5 Transfer and Expression: A Laboratory Manual (1990); and Current Protocols in Molecular 
Biology (Ausubel et ai, eds., 1994)). 

Nucleic acids, polymorphic variants, orthologs, and alleles that are 
substantially identical to an amino acid sequence encoded by a sequence in Figure 7 or the 
sequence listing, can be isolated using nucleic acid probes and oligonucleotides under 

10 stringent hybridization conditions, by screening libraries. Alternatively, expression libraries 
can be used to clone a protein, polymorphic variants, orthologs, and alleles by detecting 
expressed homologs immunologically with antisera or purified antibodies made against a 
human protein or portions thereof. 

To make a cDNA library, one should choose a source that is rich in the 

1 5 selected RNA. The mRNA is then made into cDNA using reverse transcriptase, ligated into a 
recombinant vector, and transfected into a recombinant host for propagation, screening and 
cloning. Methods for making and screening cDNA libraries are well known (see, e.g., Gubler 
& Hoffinan, Gene 25:263-269 (1983); Sambrook et ai, supra; Ausubel etai, supra). 

For a genomic library, the DNA is extracted torn the tissue and either 

20 mechanically sheared or enzymatically digested to yield fragments of about 12-20 kb. The 
fragments are then separated by gradient centrifugation from undesired sizes and are 
constructed in bacteriophage lambda vectors. These vectors and phage are packaged in vitro. 
Recombinant phage are analyzed by plaque hybridization as described in Benton & Davis, 
Science 196:180-182 (1977). Colony hybridization is carried out as generally described in 

25 Grunstein et al., Proc. Natl. Acad. Sci. USA.. 72:3961-3965 (1975). 

An alternative method of isolating nucleic acids and orthologs, alleles, 
mutants, polymorphic variants, and conservatively modified variants combines the use of 
synthetic oligonucleotide primers and amplification of an RNA or DNA template (see U.S. 
Patents 4,683,195 and 4,683,202; PCR Protocols: A Guide to Methods and Applications 

30 (Innis et al., eds, 1990)). Methods such as polymerase chain reaction (PCR) and ligase chain 
reaction (LCR) can be used to amplify nucleic acid sequences directly from mRNA, from 
cDNA, from genomic libraries or cDNA libraries. Degenerate oligonucleotides can be 
designed to amplify protein homologs using the sequences provided herein. Restriction 
endonuclease sites can be incorporated into the primers. Polymerase chain reaction or other 
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in Vitro amplification methods may also be useful, for example, to clone nucleic acid 
sequences that code for proteins to be expressed, to make nucleic acids to use as probes for 
detecting the presence of a selected mRNA in physiological samples, for nucleic acid 
sequencing, or for other purposes. Genes amplified by the PCR reaction can be purified from 
5 agarose gels and cloned into an appropriate vector. 

Gene expression can also be analyzed by techniques known in the art, e.g., 
reverse transcription and amplification of mRNA, isolation of total RNA or poly A* RNA, 
northem blotting, dot blotting, in situ hybridization, RNase protection, high density 
polynucleotide array technology, e.g., and the like. 

10 Nucleic acids can be used with high density oligonucleotide array technology 

(e.g., GeneChip™) to identify proteins, orthologs, alleles, conservatively modified variants, 
and polymorphic variants in this invention. In the case where the homologs being identified 
are linked to modulation of T cell activation and migration, they can be used with 
GeneChip™ as a diagnostic tool in detecting the disease in a biological sample, see, e.g., 

15 Gunthand et ai, AIDS Res. Hum. Retroviruses 14: 869-876 (1998); Kozal et al., Nat. Med. 
2:753-759 (1996); Matson et al. Anal. Biochem. 224:110-106 (1995); Lockhart et al. Nat. 
Biotechnol 14:1675-1680 (1996); Gingeras etal. Genome Res. 8:435-448 (1998); Haciae/ 
al. Nucleic Acids Res. 26:3865-3866 (1998). 

The selected gene is typically cloned into intermediate vectors before 

20 transformation into prokaryotic or eukaryotic cells for replication and/or expression. These 
intermediate vectors are typically prokaryote vectors, e.g., plasmids, or shuttle vectors. 

Expression in prokaryotes and eukaryotes 

To obtain high level expression of a cloned gene, one typically subclones the 
25 nucleic acid into an expression vector that contains a strong promoter to direct transcription, a 
transcription/translation terminator, and if for a nucleic acid encoding a protein, a ribosome 
binding site for translational initiation. Suitable bacterial promoters are well known in the art 
and described, e.g., in Sambrook et al, and Ausubel et al supra. Bacterial expression 
systems for expressing the protein are available in, e.g., E. coli. Bacillus sp., and Salmonella 
30 (Palva et al. Gene 22:229-235 (1983); Mosbach et al. Nature 302:543-545 (1983). Kits for 
such expression systems are commercially available. Eukaryotic expression systems for 
mammalian cells, yeast, and insect cells are well known in the art and are also commercially 
available. In one preferred embodiment, retroviral expression systems are used in the present 
invention. 



28 



wo 03/029277 



PCT/US02/31618 



Selection of the promoter used to direct expression of a heterologous nucleic 
acid dq)ends on the particular application. The promoter is preferably positioned about the 
same distance fiom the heterologous transcription start site as it is from the transcription start 
site in its natural setting. As is known in the art, however, some variation in this distance can 
5 be accommodated without loss of promoter function. 

In addition to the promoter, the expression vector typically contains a 
transcription unit or expression cassette that contains all the additional elements required for 
the expression of the nucleic acid in host cells. A typical expression cassette thus contains a 
promoter operably linked to the nucleic acid sequence and signals required for efficient 
1 0 polyadenylation of the transcript, ribosome binding sites, and translation termination. 

Additional elements of the cassette may include enhancers and, if genomic DNA is used as 
the structural gene, introns with functional splice donor and acceptor sites. 

hi addition to a promoter sequence, the expression cassette should also contain 
a transcription termination region downstream of the structural gene to provide for efficient 
1 5 termination. The termination region may be obtained from the same gene as the promoter 
sequence or may be obtained from different genes. 

The particular expression vector used to transport the genetic information into 
the cell is not particularly critical. Any of the conventional vectors used for expression in 
eukaryotic or prokaryotic cells may be used. Standard bacterial expression vectors include 
20 plasmids such as pBR322 based plasmids, pSKF, pET23D, and fusion expression systems 
such as MBP, GST, and LacZ. Epitope tags can also be added to recombinant proteins to 
provide convenient methods of isolation, e.g., c-myc. Sequence tags may be included in an 
expression cassette for nucleic acid rescue. Markers such as fluorescent proteins, green or 

red fluorescent protein, P-gal, CAT, and the like can be included in the vectors as markers for 

25 vector transduction. 

Expression vectors containing regulatory elements from eukaryotic viruses are 
typically used in eukaryotic expression vectors, e.g., SV40 vectors, papilloma virus vectors, 
retroviral vectors, and vectors derived from Epstein-Barr virus. Other exemplary eukaryotic 
vectors include pMSG, pAV009/A'', pNITOlO/A"^, pMAMneo-5, baculovirus pDSVE, and 

30 any other vector allowing expression of proteins under the direction of the CMV promoter, 
SV40 early promoter, SV40 later promoter, metallothionein promoter, murine mammary 
tumor virus promoter, Rous sarcoma virus promoter, f)olyhedrin promoter, or other promoters 
shown effective for expression in eukaryotic cells. 
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Expression of proteins from eukaryotic vectors can be also be regulated using 
inducible promoters. With inducible promoters, expression levels are tied to the 
concentration of inducing agents, such as tetracycline or ecdysone, by the incorporation of 
response elements for these agents into the promoter. Generally, high level expression is 
5 obtained from inducible promoters only in the presence of the inducing agent; basal 
expression levels are minimal. 

In one embodiment, the vectors of the invention have a regulatable promoter, 
e.g., tet-regulated systems and the RU-486 system {see, e.g., Gossen & Bujard, PNAS 
89:5547 (1992); OUgino et al. Gene Ther. 5:491-496 (1998); Wang et ai. Gene Ther. 4:432- 
10 441 (1997); Neering et al. Blood 88:1147-1 155 (1996); and Rendahl et ai. Nat. Biotechnol. 
16:757-761 (1998)). These impart small molecule control on the expression of the candidate 
target nucleic acids. This beneficial feature can be used to determine that a desired 
phenotype is caused by a transfected cDNA rather than a somatic mutation. 

Some expression systems have markers that provide gene amplification such 
15 as thymidine kinase and dihydrofolate reductase. Alternatively, high yield expression 

systems not involving gene amplification are also suitable, such as using a baculovirus vector 
in insect cells, with a protein encoding sequence under the direction of the polyhedrin 
promoter or other strong baculovirus promoters. 

The elements that are typically included in expression vectors also include a 
20 replicon that fiinctions in E. coli, a gene encoding antibiotic resistance to permit selection of 
bacteria that harbor recombinant plasmids, and unique restriction sites in nonessential regions 
of the plasmid to allow insertion of eukaryotic sequences. The particular antibiotic resistance 
gene chosen is not critical, any of the many resistance genes known in the art are suitable. 
The prokaryotic sequences are preferably chosen such that they do not interfere with the 
25 replication of the DNA in eukaryotic cells, if necessary. 

Standard transfection methods are used to produce bacterial, mammalian, 
yeast or insect cell lines that express large quantities of the protein, which are then purified 
using standard techniques {see. e.g., Colley e/ al., J. Biol. Chem. 264:17619-17622 (1989); 
Guide to Protein Purification, in Methods in Enzymology, vol. 182 (Deutscher, ed., 1990)). 
30 Transformation of eukaryotic and prokaryotic cells are performed according to standard 
techniques {see. e.g., Morrison, J. Bact. 132:349-351 (1977); Clark-Curtiss & Curtiss, 
Methods in Enzymology 101 :347-362 (Wu et al., eds, 1983). 

Any of the well-known procedures for introducing foreign nucleotide 
sequences into host cells may be used. These include the use of calcium phosphate 
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transfection, polybrene, protoplast fusion, electroporation, biolistics, liposomes, 
microinjection, plasma vectors, viral vectors and any of the other well known methods for 
introducing cloned genomic DNA, cDNA, synthetic DNA or other foreign genetic material 
into a host cell (see, e.g., Sambrook et ai, supra). It is only necessary that the particular 
genetic engineering procedure used be capable of successfully introducing at least one gene 
into the host cell capable of expressing the protein. 

After the expression vector is introduced into the cells, the transfected cells are 
cultured under conditions favoring expression of the protein, which is recovered from the 
culture using standard techniques identified below. 



PURIFICATION OF POLYPEPTIDES 

Either naturally occurring or recombinant protein can be purified for use in 
fVinctional assays. Naturally occurring protein can be purified, e.g., from human tissue. 
Recombinant protein can be purified from any suitable expression system. 

1 5 The protein may be purified to substantial purity by standard techniques, 

including selective precipitation with such substances as ammonium sulfate; column 
chromatography, immunopurification methods, and others {see, e.g.. Scopes, Protein 
Purification: Principles and Practice (1982); U.S. Patent No. 4,673,641; Ausubel et ai. 
supra; and Sambrook et al, supra). 

20 A number of procedures can be employed when recombinant protein is being 

purified. For example, proteins having established molecular adhesion properties can be 
reversible fused to the protein. With the appropriate ligand, the protein can be selectively 
adsorbed to a purification column and then freed from the column in a relatively pure form. 
The fused protein is then removed by enzymatic activity. Finally, EDG protein could be 

25 purified using immimoaffinity columns. 



A. Purification of protein from recombinant bacteria 

Recombinant proteins are expressed by transformed bacteria in large amounts, 
typically after promoter induction; but expression can be constitutive. Promoter induction 
30 with EPTG is one example of an inducible promoter system. Bacteria are grown according to 
standard procedures in the art. Fresh or frozen bacteria cells are used for isolation of protein. 

Proteins expressed in bacteria may form insoluble aggregates ("inclusion 
bodies"). Several protocols are suitable for purification of protein inclusion bodies. For 
example, purification of inclusion bodies typically involves the extraction, separation and/or 
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purification of inclusion bodies by disruption of bacterial cells, e.g., by incubation in a buffer 
of 50 mM TRIS/HCL pH 7.5, 50 mM NaCl, 5 mM MgCb, 1 mM DTT, O.I mM ATP, and 1 
mM PMSF. The cell suspension can be lysed using 2-3 passages through a French Press, 
homogenized using a Polytron (Brinkman Instruments) or sonicated on ice. Alternate 
5 methods of lysing bacteria are apparent to those of skill in the art (see, e.g., Sambrook et ai, 
supra; Ausubel et ai, supra). 

If necessary, the inclusion bodies are solubilized, and the lysed cell suspension 
is typically centrifuged to remove unwanted insoluble matter. Proteins that formed the 
inclusion bodies may be renatured by dilution or dialysis with a compatible buffer. Suitable 

10 solvents include, but are not limited to urea (fix)m about 4 M to about 8 M), formamide (at 
least about 80%, volume/volume basis), and guanidine hydrochloride (from about 4 M to 
about 8 M). Some solvents which are capable of solubilizing aggregate- forming proteins, for 
example SDS (sodium dodecyl sulfate), 70% formic acid, are inappropriate for use in this 
procedure due to the possibihty of irreversible denaturation of the proteins, accompanied by a 

15 lack of immunogenicity and/or activity. Although guanidine hydrochloride and similar 

agents are denaturants, this denaturation is not irreversible and renaturation may occur upon 
removal (by dialysis, for example) or dilution of the denaturant, allowing re-formation of 
immunologically and/or biologically active protein. Other suitable buffers are known to 
those skilled in the art. Human proteins are separated from other bacterial proteins by 

20 standard separation techniques, e.g., with Ni-NTA agarose resin. 

Alternatively, it is possible to purify protein from bacteria periplasm. After 
lysis of the bacteria, when the protein is exported into the periplasm of the bacteria, the 
periplasmic fraction of the bacteria can be isolated by cold osmotic shock in addition to other 
methods known to skill in the art. To isolate recombinant proteins from the periplasm, the 

25 bacterial cells are centrifiiged to form a pellet. The pellet is resuspended in a buffer 
containing 20% sucrose. To lyse the cells, the bacteria are centrifuged and the pellet is 
resuspended in ice-cold 5 mM MgS04 and kept in an ice bath for approximately 10 minutes. 
The cell suspension is centrifiiged and the supernatant decanted and saved. The recombinant 
proteins present in the supernatant can be separated from the host proteins by standard 

30 separation techniques well known to those of skill in the art. 
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B. Standard protein separation techniques for purifying proteins 
Solubility fractionation 

Often as an initial step, particularly if the protein mixture is complex, an initial 
salt fractionation can separate many of the unwanted host cell proteins (or proteins derived 
5 from the cell culture media) from the recombinant protein of interest. The preferred salt is 
ammonium sulfate. Ammonium sulfate precipitates proteins by effectively reducing the 
amount of water in the protein mixture. Proteins then precipitate on the basis of their 
solubility. The more hydrophobic a protein is, the more likely it is to precipitate at lower 
ammonium sulfate concentrations. A typical protocol includes adding saturated ammonium 

10 sulfate to a protein solution so that the resultant ammonium sulfate concentration is between 
20-30%. This concentration will precipitate the most hydrophobic of proteins. The 
precipitate is then discarded (unless the protein of interest is hydrophobic) and ammonium 
sulfate is added to the supernatant to a concentration known to precipitate the protein of 
interest. The precipitate is then solubiUzed in buffer and the excess salt removed if 

1 5 necessary, either through dialysis or diaflltration. Other methods that rely on solubility of 
proteins, such as cold ethanol precipitation, are well known to those of skill in the art and can 
be used to fractionate complex protein mixtures. 

Size differential filtration 

20 The molecular weight of the protein can be used to isolate it from proteins of 

greater and lesser size using ultrafiltration through membranes of different pore size (for 
example, Amicon or Millipore membranes). As a first step, the protein mixture is 
ultrafiltered through a membrane with a pore size that has a lower molecular weight cut-off 
than the molecular weight of the protein of interest. The retentate of the ulfraiiltration is then 

25 ultrafiltered against a membrane with a molecular cut off greater than the molecular weight of 
the protein of interest. The recombinant protein will pass through the membrane into the 
filtrate. The filfrate can then be chromatographed as described below. 

Column chromatography 
30 The protein can also be separated from other proteins on the basis of its size, 

net surface charge, hydrophobicity, and affinity for ligands. In addition, euitibodies raised 
against proteins can be conjugated to column matrices and the proteins immunopurified. All 
of these methods are well known in the art. It will be apparent to one of skill that 
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chromatographic techniques can be performed at any scale and using equipment from many 
different manufacturers (e.g., Pharmacia Biotech). 

ASSAYS FOR MODULATORS OF PROTEINS INVOLVED IN LYMPHOCYTE 
5 ACTIVATION 

A. Assays 

Modulation of a protein as listed in Figure 7, and corresponding modulation of 
lymphocyte activation and/or migration, can be assessed using a variety of in vitro and in vivo 
assays, including cell-based models as described above. Such assays can be used to test for 

10 inhibitors and activators of A-raf- 1 , Lck, Zap70, Syk, PLC7I , PAG, SHP/PTP 1 C, CSK, 

nucleolin, SLAP, PAK2, TRAGI, TCPTP/PTPN2, EDGl, ILIO-Rtx, integrinc^, Enolase la, 
PRSMl, CLN2, P2X5b, 6PFKL, DUSPl, KIAA0251, GG2-1, GRB7, SH2-B, STATl, 
TCF19, HFPIOIS, RERE, SudD, Ku70, SCAMP2, Fibulin-5, KIAAI228, Est from clone 
2108068, vimentin, frlamin A o; centractin a, moesin, TIMP3, and RNH protein or fragments 

1 5 thereof, and, consequently, inhibitors and activators of lymphocyte activation and migration. 
Such modulators are useful for treating disorders related to T and B cell activation and 
migration. Modulators are tested using either recombinant or naturally occurring protein, 
preferably human protein. 

Preferably, the protein will have the sequence as listed in the sequence listing 

20 provided herein, or in an application incorporated by reference, or an exemplary Genbank 
Accession number as provided herein {see, e.g.. Figure 7), or a conservatively modifled 
variant thereof Alternatively, the protein of the assay will be derived from a eukaryote and 
include an amino acid subsequence having substantial amino acid sequence identity to a 
sequence listed herein. Generally, the amino acid sequence identity will be at least 60%, 

25 preferably at least 65%, 70%, 75%, 80%, 85%, or 90%, most preferably at least 95%. 

Measurement of lymphocyte activation, migration, or loss-of-lymphocyte 
activation or migration phenotype of the protein or cell expressing the protein, either 
recombinant or naturally occurring, can be performed using a variety of assays, in vitro, in 
vivo, and ex vivo, as described herein. A suitable physical, chemical or phenotypic change 

30 that affects activity or binding can be used to assess the influence of a test compound on the 
polypeptide of this invention. When the functional effects are determined using intact cells 
or animals, one can also measure a variety of effects such as, in the case of signal 
transduction, e.g., ligand binding (SPP, LP A, GTP), hormone release, transcriptional changes 
to both known and uncharacterized genetic markers (e.g., northern blots), cellular movement 
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towards a ligand, movement of labeled cells, changes in cell metabolism such as pH changes, 
and changes in intracellular second messengers such as Ca^*, EPS, cGMP, or cAMP; as well 
as changes related to lymphocyte activation and migration, e.g., cellular proliferation, cell 
surface marker expression, e.g., CD69, cytokine production, and apoptosis. 
5 In one preferred embodiment, described herein in Example I, measurement of 

CD69 activation and FACS sorting is used to identify modulators of lymphocyte, e.g., T cell, 
activation. In another preferred embodiment, measurement of cellular migration toward a 
ligand is used to identify modulators of lymphocyte, e.g., T cell, migration. 

10 In vitro assays 

Assays to identify compounds with lymphocyte activation-modulating activity 
can be performed in vitro. Such assays can used full length protein or a variant thereof, or a 
fragment of a protein, such as an extracellular domain or a cytoplasmic domain, optionally 
fused to a heterologous protein to form a chimera. In one embodiment, different domains can 

15 be used to assay for activation and migration. In another embodiment, the same domain can 
be used to assay for activation and migration. Purified recombinant or naturally occurring 
protein can be used in the in vitro methods of the invention. In addition to purified protein or 
fragment thereof, the recombinant or natxirally occurring protein can be part of a cellular 
lysate or a cell membrane. As described below, the binding assay can be either solid state or 

20 soluble. Preferably, the protein, fragment thereof or membrane is bound to a soUd support, 
either covalently or non-covalently. Often, the in vitro assays of the invention arc ligand 
binding or ligand affinity assays, either non-competitive or competitive (with known 
extracellular ligands SPP or LP A, or with a known intracellular ligand GTP). Other in vitro 
assays include measuring changes in spectroscopic (e.g., fluorescence, absorbance, refractive 

25 index), hydrodynamic (e.g., shape), chromatographic, or solubility properties for the protein. 

In one embodiment, a high throughput binding assay is performed in which 
the protein or fragment thereof is contacted with a potential modulator and incubated for a 
suitable amount of time. In one embodiment, the potential modulator is bound to a solid 
support, and the protein is added. In another embodiment, the protein is bound to a solid 

30 support. A wide variety of modulators can be used, as described below, including small 

organic molecules, peptides, antibodies, and ligand analogs. A wide variety of assays can be 
used to identify modulator binding, including labeled protein-protein binding assays, 
electrophoretic mobility shifts, immunoassays, enzymatic assays such as phosphorylation 
assays, and the like. In some cases, the binding of the candidate modulator is determined 
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through the use of competitive binding assays, where interference with binding of a known 
Hgand is measured in the presence of a potential modulator. Ligands for the EDG family are 
known (SPP, LP A, and GTP). Either the modulator or the known ligand is bound first, and 
then the competitor is added. After the protein is washed, interference with binding, either of 
5 the potential modulator or of the known ligand, is determined. Often, either the potential 
modulator or the known ligand is labeled. 

Cell-based in vivo assays 

In another embodiment, the protein is expressed in a cell, and functional, e.g., 

1 0 physical and chemical or phenotypic, changes are assayed to identify the protein and 
lymphocyte activation and migration modulators. Cells expressing the proteins of the 
invention can also be used in binding assays. Any suitable ftinctional effect can be measured, 
as described herein. For example, ligand binding, cell surface marker expression, cellular 
proliferation, apoptosis, cytokine production, and GPCR signal transduction, e.g., changes in 

1 5 intracellular Ca^* levels, are all suitable assays to identify potential modulators using a cell 
based system. Suitable cells for such cell based assays include both primary lymphocytes 
and cell lines, as described herein. The protein can be naturally occurring or recombinant. 
Also, as described above, fragments of proteins or chimeras can be used in cell based assays. 

As described above, in one embodiment, lymphocyte activation is measured 

20 by contacting T cells comprising a target protein with a potential modulator and activating the 
cells with an anti-TCR antibody. Modulation of T cell activation is identified by screening 
for cell surface marker expression, e.g., CD69 expression levels, using fluorescent antibodies 
and FACS sorting. In another embodiment, lymphocyte migration is measured by observing 
T cell migration fix)m an upper to a lower chamber containing a ligand. 

25 In another embodiment, cellular proliferation, migration, or apoptosis can be 

measured using ^H-thymidine incorporation or dye inclusion. Cytokine production can be 
measured using an immunoassay such as an ELISA. 

In another embodiment, cellular polypeptide levels are determined by 
measuring the level of protein or mRNA. The level of protein or proteins are measured using 

30 immunoassays such as western blotting, ELISA and the hke with an antibody that selectively 
binds to the polypeptide or a fragment thereof For measurement of mRNA, amplification, 
e.g., using PCR, LCR, or hybridization assays, e.g., northern hybridization, RNAse 
protection, dot blotting, are preferred. The level of protein or mRNA is detected using 
directly or indirectly labeled detection agents, e.g., fluorescently or radioactively labeled 
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nucleic acids, radioactively or enzymatically labeled antibodies, and the like, as described 
herein. 

Alternatively, protein expression can be measured using a reporter gene 
system. Such a system can be devised using a protein promoter operably linked to a reporter 
5 gene such as chloramphenicol acetyltransferase, firefly luciferase, bacterial luciferase, p- 
galactosidase and alkaline phosphatase. Furthermore, the protein of interest can be used as an 
indirect reporter via attachment to a second reporter such as red or green fluorescent protein 
(see, e.g., Mistili & Spector, Nature Biotechnology 15:961-964 (1997)). The reporter 
construct is typically transfected into a cell. After treatment with a potential modulator, the 

10 amount of reporter gene transcription, translation, or activity is measured according to 
standard techniques known to those of skill in the art. 

In another embodiment, a functional effect related to GPCR signal 
transduction can be measured. An activated or inhibited G-coupled protein receptor will alter 
the properties of target enzymes, second messengers, channels, and other effector proteins. 

15 The examples include the activation of cGMP phosphodiesterase, adenylate cyclase, 
phospholipase C, IP3, and modulation of diverse channels by G proteins. Downstream 
consequences can also be examined such as generation of diacyl glycerol and IP3 by 
phospholipase C, and in turn, for calcium mobilization by IP3. Activated GPCR receptors 
become substrates for kinases that phosphorylate the C-terminal tail of the receptor (and 

20 possibly other sites as well). Thus, activators will promote the transfer of ''^P from gamma- 
labeled GTP to the receptor, which can be assayed with a scintillation counter. The 
phosphorylation of the C-terminal tail will promote the binding of arrestin-like proteins and 
will interfere with the binding of G-proteins. For a general review of GPCR signal 
transduction and methods of assaying signal transduction, see, e.g., Methods in Enzymology, 

25 vols. 237 and 238 (1994) and volume 96 (1983); Bourne et al. Nature 10:349:1 17-27 (1991); 
Bourne et al.. Nature 348:125-32 (1990); Pitcher et al.. Annu. Rev. Biochem. 67:653-92 
(1998). 

As described above, activation of some G-protein coupled receptors stimulates 
the formation of inositol triphosphate (IP3) through phospholipase C-mediated hydrolysis of 
30 phosphatidylinositol (Berridge & Irvine, A^afurg 312:315-21 (1984)). IP3 in turn stimulates 
the release of intracellular calcium ion stores. Thus, a change in cytoplasmic calcium ion 
levels, or a change in second messenger levels such as IP3 can be used to assess G-protein 
coupled receptor function. Cells expressing such G-protein coupled receptors may exhibit 
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increased cytoplasmic calcium levels as a result of contribution from both intracellular stores 
and via activation of ion channels, in which case it may be desirable although not necessary 
to conduct such assays in calcium-free buffer, optionally supplemented with a chelating agent 
such as EGTA, to distinguish fluorescence response resulting from calcium release from 
5 internal stores. 

In one example, GPCR activity is measured by expressing a GPCR in a 
heterologous cell with a promiscuous G-protein that links the receptor to a phospholipase C 
signal transduction pathway {see Offerraanns & Simon, / Biol. Chem. 270:15175-15180 
(1995)). Modulation of signal transduction is assayed by measuring changes in infracellular 
10 Ca^"^ levels, which change in response to modulation of the GPCR signal transduction 
pathway via administration of a molecule that associates with a GPCR. Changes in Ca^* 
levels are optionally measured using fluorescent Ca^^ indicator dyes and fluorometric 
imaging. 

In another example, phosphatidyl inositol (PI) hydrolysis can be analyzed 

1 5 according to U.S. Patent 5,436, 128, herein incorporated by reference. Briefly, the assay 
involves labeling of cells with ^H-myoinositol for 4§ or more hrs. The labeled cells are 
treated with a test compound for one hour. The treated cells are lysed and extracted in 
chloroform-methanol-water after which the inositol phosphates were separated by ion 
exchange chromatography and quantified by scintillation counting. Fold stimulation is 

20 determined by calculating the ratio of cpm in the presence of agonist to cpm in the presence 
of buffer control. Likewise, fold inhibition is determined by calculating the ratio of cpm in 
the presence of antagonist to cpm in the presence of buffer control (which may or may not 
contain an agonist). 

Other assays can involve determining the activity of receptors which, when 

25 activated, result in a change in the level of intracellular cyclic nucleotides, e.g., cAMP or 
cGMP, by activating or inhibiting enzymes such as adenylate cyclase. In cases where 
activation of the receptor results in a decrease in cyclic nucleotide levels, it may be preferable 
to expose the cells to agents that increase intracellular cyclic nucleotide levels, e.g., forskolin, 
prior to adding a receptor-activating compound to the cells in the assay. 

30 In one example, the changes in intracellular cAMP or cGMP can be measured 

using immunoassays. The method described in Offermaims & Simon, / Biol. Chem. 
270:15175-15180 (1995) maybe used to determine the level of c AMP. Also, the method 
described in Felley-Boscoe/ a/., .4m. y. Resp. Cell and Mol. Biol. 11:159-164(1994) maybe 
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used to detennine the level of cGMP. Further, an assay kit for measuring cAMP and/or 
cGMP is described in U.S. Patent 4,1 15,538, herein incorporated by reference. 

In one example, assays for G-protein coupled receptor activity include cells 
that are loaded with ion or voltage sensitive dyes to report receptor activity, e.g., by 
5 observing calcium influx or intracellular calcium release. Assays for determining activity of 
such receptors can also use known agonists and antagonists for other G-protein coupled 
receptors as negative or positive controls to assess activity of tested compounds. In assays 
for identifying modulatory compounds (e.g., agonists, antagonists), changes in the level of 
ions in the cytoplasm or membrane voltage will be monitored using an ion sensitive or 
10 membrane voltage fluorescent indicator, respectively. Among the ion-sensitive indicators 
and voltage probes that may be employed are those disclosed in the Molecular Probes 1997 
Catalog. For G-protein coupled receptors, promiscuous G-proteins such as Gal 5 and Gal 6 
can be used in the assay of choice (Wilkie et ai, Proc. Nat 'I Acad. Sci. USA 88:10049-10053 
(1991)). Such promiscuous G-proteins allow coupling of a wide range of receptors. 

15 

Animal models 

Animal models of lymphocyte activation and migration also find use in 
screening for modulators of lymphocyte activation or migration. Similarly, transgenic animal 
technology including gene knockout technology, for example as a result of homologous 

20 recombination with an appropriate gene targeting vector, or gene overexpression, will result 
in the absence or increased expression of the protein. The same technology can also be 
applied to make knock-out cells. When desired, tissue-specific expression or knockout of the 
protein may be necessary. Transgenic animals generated by such methods find use as animal 
models of lymphocyte activation and migration and are additionally useful in screening for 

25 modulators of lymphocyte activation and migration. 

Knock-out cells and transgenic mice can be made by insertion of a marker 
gene or other heterologous gene into an endogenous gene site in the mouse genome via 
homologous recombination. Such mice can also be made by substituting an endogenous gene 
with a mutated version of the gene, or by mutating an endogenous gene, e.g., by exposure to 

30 carcinogens. 

A DNA construct is introduced into the nuclei of embryonic stem cells. Cells 
containing the newly engineered genetic lesion are injected into a host mouse embryo, which 
is re-implanted into a recipient female. Some of these embryos develop into chimeric mice 
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that possess germ cells partially derived from the mutant cell line. Therefore, by breeding the 
chimeric mice it is possible to obtain a new line of mice containing the introduced genetic 
lesion {see, e.g., C^ecchi et al. Science 244:1288 (1989)). Chimeric targeted mice can be 
derived according to Hogan et al.. Manipulating the Mouse Embryo: A Laboratory Manual, 
5 Cold Spring Harbor Laboratory (1988) and Teratocarcinomas and Embryonic Stem Cells: A 
Practical Approach, Robertson, ed., IRL Press, Washington, D.C., (1987). 

B. Modulators 

The compounds tested as modulators of a protein can be any small organic 

10 molecule, or a biological entity, such as a protein, e.g., an antibody or peptide, a sugar, a 
nucleic acid, e.g., an antisense oligonucleotide or a ribozyme, or a lipid. Alternatively, 
modulators can be genetically altered versions of a protein. Typically, test compounds will 
be small organic molecules, peptides, lipids, and lipid analogs. In one embodiment, the 
compound is a sphingolipid analog, either naturally occurring or synthetic. In another 

1 5 embodiment, the compound is 2-amino-2(2-[4-octylpheny!]ethyl)- 1 ,3-propanediol 
hydrochloride (also known as FTY720) or an analog thereof. 

Essentially any chemical compound can be used as a potential modulator or 
ligand in the assays of the invention, although most often compounds can be dissolved in 
aqueous or organic (especially DMSO-based) solutions are used. The assays are designed to 

20 screen large chemical libraries by automating the assay steps and providing compounds from 
any convenient source to assays, which are typically run in parallel (e.g., in microtiter formats 
on microtiter plates in robotic assays). It will be appreciated that there are many suppliers of 
chemical compounds, including Sigma (St. Louis, MO), Aldrich (St. Louis, MO), Sigma- 
Aldrich (St. Louis, MO), Fluka Chemika-Biochemica Analytika (Buchs Switzerland) and the 

25 like. 

In one preferred embodiment, high throughput screening methods involve 
providing a combinatorial small organic molecule or peptide library containing a large 
number of potential therapeutic compounds (potential modulator or ligand compounds). 
Such "combinatorial chemical libraries" or "ligand libraries" are then screened in one or 
30 more assays, as described herein, to identify those library members (particular chemical 
species or subclasses) that display a desired characteristic activity. The compounds thus 
identified can serve as conventional "lead compounds" or can themselves be used as potential 
or actual therapeutics. 
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A combinatorial chemical library is a collection of diverse chemical 
compounds generated by either chemical synthesis or biological synthesis, by combining a 
number of chemical "building blocks" such as reagents. For example, a linear combinatorial 
chemical library such as a polypeptide library is formed by combining a set of chemical 
5 building blocks (amino acids) in every possible way for a given compound length (i.e., the 
number of amino acids in a polypeptide compound). Millions of chemical compounds can be 
synthesized through such combinatorial mixing of chemical building blocks. 

Preparation and screening of combinatorial chemical libraries is well known to 
those of skill in the art. Such combinatorial chemical libraries include, but are not limited to, 

10 peptide libraries (see. e.g.. U.S. Patent 5,010,175, Furica, Int. J. Pept. Prot. Res. 37:487-493 
(1991) and Houghton et ai. Nature 354:84-88 (1991)). Other chemistries for generating 
chemical diversity libraries can also be used. Such chemistries include, but are not limited to: 
peptoids (e.g., PCT Publication No. WO 91/19735), encoded peptides (e.g., PCT Publication 
No. WO 93/20242), random bio-oligomers (e.g., PCT Publication No. WO 92/00091), 

15 benzodiazepines (e.g., U.S. Pat. No. 5,288,514), diversomers such as hydantoins, 

benzodiazepines and dipeptides (Hobbs et ai, Proc. Nat. Acad. Set. USA 90:6909-6913 
(1993)), vinylogous polypeptides (Hagihara etai, J. Amer. Chem. Soc. 114:6568 (1992)), 
nonpeptidal peptidomimetics with glucose scaffolding (Hirschmann et ai, J. Amer. Chem. 
Soc. 1 14:9217-9218 (1992)), analogous organic syntheses of small compound libraries (Chen 

20 et ai, J. Amer. Chem. Soc. 1 16:2661 (1994)), oligocarbamates (Cho et ai. Science 261 : 1303 
(1993)), and/or peptidyl phosphonates (Campbell et al, J. Org. Chem. 59:658 (1994)), 
nucleic acid libraries {see Ausubel, Berger and Sambrook, all supra), peptide nucleic acid 
libraries (see, e.g.. U.S. Patent 5,539,083), antibody libraries (see. e.g.. Vaughn et al.. Nature 
Biotechnology, 14(3):309-314 (1996) and PCT/US96/10287), carbohydrate libraries (see. 

25 e.g.. Liang et al.. Science, 274:1520-1522 (1996) and U.S. Patent 5,593,853), small organic 
molecule libraries (see, e.g.. benzodiazepines, Baum C&EN, Jan 18, page 33 (1993); 
isoprenoids, U.S. Patent 5,569,588; thiazolidinones and metathiazanones, U.S. Patent 
5,549,974; pyrrolidines, U.S. Patents 5,525,735 and 5,519,134; morpholino compounds, U.S. 
Patent 5,506,337; benzodiazepines, 5,288,514, and the like). 

30 Devices for the preparation of combinatorial libraries are commercially 

available (see. e.g. 357 MPS, 390 MPS, Advanced Chem Tech, Louisville KY, Symphony, 
Rainin, Wobum, MA, 433A Applied Biosystems, Foster City, CA, 9050 Plus, Millipore, 
Bedford, MA). In addition, numerous combinatorial libraries are themselves commercially 
available (see. e.g.. ComGenex, Princeton, N.J., Asinex, Moscow, Ru, Tripos, Inc., St. Louis, 
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MO, ChemStar, Ltd, Moscow, RU, 3D Pharmaceuticals, Exton, PA, Martek Biosciences, 
Columbia, MD, etc.). 

C. Solid state and soluble high throughput assays 
5 In one embodiment the invention provides soluble assays using a protein, or a 

cell or tissue expressing a protein, either naturally occurring or recombinant, hi another 
embodiment, the invention provides solid phase based in vitro assays in a high throughput 
format, where the protein or fragment thereof, such as the cytoplasmic domain, is attached to 
a solid phase substrate. Any one of the assays described herein can be adapted for high 

10 throughput screening, e.g., hgand binding, cellular proliferation, cell surface marker flux, 
e.g., CD-69, screening, radiolabeled GTP binding, second messenger flux, e.g., Ca^*, IP3, 
cGMP, or cAMP, cytokine production, etc. In one preferred embodiment, the cell-based 
system using CD-69 modulation and FACS assays is used in a high throughput format for 
identifying modulators of Figure 7 proteins, and therefore modulators of T cell activation. 

15 In the high throughput assays of the invention, either soluble or solid state, it is 

possible to screen up to several thousand different modulators or ligands in a single day. This 
methodology can be used for proteins in vitro, or for cell-based or membrane-based assays 
comprising a protein of Figiu"e 7. In particular, each well of a microtiter plate can be used to 
run a separate assay against a selected potential modulator, or, if concentration or incubation 

20 time effects are to be observed, every 5-10 wells can test a single modulator. Thus, a single 
standard microtiter plate can assay about 100 (e.g., 96) modulators. If 1536 well plates are 
used, then a single plate can easily assay from about 100- about 1500 different compounds. It 
is possible to assay many plates per day; assay screens for up to about 6,000, 20,000, 50,000, 
or more than 100,000 different compounds are possible using the integrated systems of the 

25 invention. 

For a solid state reaction, the protein of interest or a fragment thereof, e.g., an 
extracellular domain, or a cell or membrane comprising the protein of interest or a fragment 
thereof as part of a fusion protein can be bound to the solid state component, directly or 
indirectly, via covalent or non covalent linkage e.g., via a tag. The tag can be any of a variety 
30 of components. In general, a molecule which binds the tag (a tag binder) is fixed to a solid 
support, and the tagged molecule of interest is attached to the solid support by interaction of 
the tag and the tag binder. 

A number of tags and tag binders can be used, based upon known molecular 
interactions well described in the literature. For example, where a tag has a natural binder. 
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for example, biotin, protein A, or protein G, it can be used in conjunction with appropriate tag 
binders (avidin, streptavidin, neutravidin, the Fc region of an immunoglobuhn, etc.) 
Antibodies to molecules with natural binders such as biotin are also widely available and 
appropriate tag binders; see, SIGMA Immunochemicals 1998 catalogue SIGMA, St. Louis 
5 MO). 

Similarly, any haptenic or antigenic compound can be used in combination 
with an appropriate antibody to form a tag/tag binder pair. Thousands of specific antibodies 
are commercially available and many additional antibodies are described in the Uterature. 
For example, in one common configuration, the tag is a first antibody and the tag binder is a 

1 0 second antibody which recognizes the first antibody. In addition to antibody-antigen 

interactions, receptor-ligand interactions are also appropriate as tag and tag-binder pairs. For 
example, agonists and antagonists of cell membrane receptors (e.g., cell receptor-ligand 
interactions such as transferrin, c-kit, viral receptor ligands, cytokine receptors, chemokine 
receptors, interleukin receptors, immunoglobulin receptors and antibodies, the cadherein 

15 family, the integrin family, the selectin family, and the like; see, e.g., Pigott & Power, The 
Adhesion Molecule Facts Book / (1993). Similarly, toxins and venoms, viral epitopes, 
hormones (e.g., opiates, steroids, etc.), intracellular receptors (e.g. which mediate the effects 
of various small ligands, including steroids, thyroid hormone, retinoids and vitamin D; 
peptides), drugs, lectins, sugars, nucleic acids (both linear and cyclic polymer 

20 configurations), oligosaccharides, proteins, phospholipids and antibodies can all interact with 
various cell receptors. 

Synthetic polymers, such as polyurethanes, polyesters, polycarbonates, 
polyureas, polyamides, polyethyleneimines, polyarylene sulfides, polysiloxanes, polyimides, 
and polyacetates can also form an appropriate tag or tag binder. Many other tag/tag binder 

25 pairs are also usefiil in assay systems described herein, as would be apparent to one of skill 
upon review of this disclosure. 

Common linkers such as peptides, polyethers, and the like can also serve as 
tags, and include polypeptide sequences, such as poly gly sequences of between about 5 and 
200 amino acids. Such flexible linkers are known to persons of skill in the art. For example, 

30 poIy(ethelyne glycol) linkers are available fi-om Shearwater Polymers, Inc. Huntsville, 
Alabama. These linkers optionally have amide linkages, sulfliydryl linkages, or 
hetero functional linkages. 

Tag binders are fixed to solid substrates using any of a variety of methods 
currently available. Solid substrates are commonly derivatized or fimctionalized by exposing 
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all or a portion of the substrate to a chemical reagent which fixes a chemical group to the 
surface which is reactive with a portion of the tag binder. For example, groups which are 
suitable for attachment to a longer chain portion would include amines, hydroxy!, thiol, and 
carboxyl groups. Aminoalkylsilanes and hydroxyalkylsi lanes can be used to functionalize a 
5 variety of surfaces, such as glass surfaces. The construction of such solid phase biopolymer 
arrays is well described in the literature. See, e.g., Merrifield, J. Am. Chem. Soc. 85:2149- 
2154 (1963) (describing solid phase synthesis of, e.g., peptides); Geysen etal., J. Immun. 
Meth. 102:259-274 (1987) (describing synthesis of solid phase components on pins); Frank & 
Doring, Tetrahedron 44:60316040 (1988) (describing synthesis of various peptide sequences 
10 on cellulose disks); Fodor et ai. Science, 25 1 -.Idl-in (1 99 1 ); Sheldon et al. Clinical 

Chemistry 39(4):718-719 (1993); and Kozal et ai. Nature Medicine 2(7):753759 (1996) (all 
describing arrays of biopolymers fixed to solid substrates). Non-chemical approaches for 
fixing tag binders to substrates include other conunon methods, such as heat, cross-linking by 
UV radiation, and the like. 

15 

IMMUNOLOGICAL DETECTION OF POLYPEPTIDES 

In addition to the detection of gene and gene expression using nucleic acid 
hybridization technology, one can also use immunoassays to detect proteins of the invention. 
Such assays are useful for screening for modulators of lymphocyte activation and migration, 
20 as well as for therapeutic and diagnostic applications. Immunoassays can be used to 
qualitatively or quantitatively analyze a selected protein. A general overview of the 
applicable technology can be found in Harlow & Lane, Antibodies: A Laboratory Manual 
(1988). 

25 A. Production of antibodies 

Methods of producing polyclonal and monoclonal antibodies that react 
specifically with the selected proteins are known to those of skill in the art {see, e.g., Coligan, 
Current Protocols in Immunology (1991); Harlow & Lane, supra; Coding, Monoclonal 
Antibodies: Principles and Practice (2d ed. 1986); and Kohler & Milstein, Nature 256:495- 

30 497 (1975). Such techniques include antibody preparation by selection of antibodies fix>m 
libraries of recombinant antibodies in phage or similar vectors, as well as preparation of 
polyclonal and monoclonal antibodies by immunizing rabbits or mice {see, e.g., Huse et al.. 
Science 246:1275-1281 (1989); Ward et al.. Nature 341:544-546 (1989)). 
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A number of immunogens comprising portions of the selected protein may be 
used to produce antibodies specifically reactive with the protein. For example, recombinant 
protein or an antigenic fragment thereof, can be isolated as described herein. Recombinant 
protein can be expressed in eukaryotic or prokaryotic cells as described above, and purified 
5 as generally described above. Recombinant protein is the preferred immunogen for the 

production of monoclonal or polyclonal antibodies. Alternatively, a synthetic peptide derived 
from the sequences disclosed herein and conjugated to a carrier protein can be used an 
immunogen. Naturally occurring protein may also be used either in pure or impure form. 
The product is then injected into an animal capable of producing antibodies. Either 

1 0 monoclonal or polyclonal antibodies may be generated, for subsequent use in immunoassays 
to measure the protein. 

Methods of production of polyclonal antibodies are known to those of skill in 
the art. An inbred strain of mice (e.g., BALB/C mice) or rabbits is immimized with the 
protein using a standard adjuvant, such as Freund's adjuvant, and a standard immunization 

1 5 protocol. The animal's immune response to the immunogen preparation is monitored by 
taking test bleeds and determining the titer of reactivity to the beta subunits. When 
appropriately high titers of antibody to the immunogen are obtained, blood is collected fix)m 
the animal and antisera are prepared. Further fractionation of the antisera to enrich for 
antibodies reactive to the protein can be done if desired (see, Harlow & Lane, supra). 

20 Monoclonal antibodies may be obtained by various techniques familiar to 

those skilled in the art. Briefly, spleen cells from an animal immunized with a desired 
antigen are immortalized, commonly by fiision with a myeloma cell {see, Kohler & Milstein, 
Eur. J. Immunol. 6:51 1-519 (1976)). Alternative methods of immortalization include 
transformation with Epstein Barr Virus, oncogenes, or retroviruses, or other methods well 

25 known in the art. Colonies arising &om single immortalized cells are screened for production 
of antibodies of the desired specificity and affinity for the antigen, and yield of the 
monoclonal antibodies produced by such cells may be enhanced by various techniques, 
including injection into the peritoneal cavity of a vertebrate host. Alternatively, one may 
isolate DNA sequences which encode a monoclonal antibody or a binding fragment thereof 

30 by screening a DNA library from human B cells according to the general protocol outlined by 
Huse, et ai. Science 246:1275-1281 (1989). 

Monoclonal antibodies and polyclonal sera are collected and titered against the 
immunogen protein in an immunoassay, for example, a solid phase immunoassay with the 
immunogen immobilized on a solid support. Typically, polyclonal antisera with a titer of 10'' 
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or greater are selected and tested for their cross reactivity against non-immunogen proteins, 
using a competitive binding immunoassay. Specific polyclonal antisera and monoclonal 
antibodies will usually bind with a K<i of at least about 0.1 mM, more usually at least about 1 
/iM, preferably at least about 0.1 fiM or better, and most preferably, 0.01 /xM or better. 
5 Antibodies specific only for a particular family member, or a particular ortholog, such as 
human protein, can also be made, by subtracting out other cross-reacting family members or 
orthologs from a species such as a non-human mammal. In this manner, antibodies that bind 
only to a particular protein or ortholog may be obtained. 

Once the specific antibodies against a selected protein are available, the 

10 protein can be detected by a variety of immunoassay methods. In addition, the antibody can 
be used therapeutically as a lymphocyte activation modulators. For a review of 
immunological and immunoassay procedures, see Basic and Clinical Immunology (Stites & 
Terr eds., 7* ed. 1991). Moreover, the immunoassays of the present invention can be 
performed in any of several configiu-ations, which are reviewed extensively in Enzyme 

15 Immunoassay (Maggio, ed., 1980); and Harlow & Lane, supra. 

B. Immunological binding assays 

Protein can be detected and/or quantified using any of a number of well 
recognized immunological binding assays (see. e.g., U.S. Patents 4,366,241 ; 4,376,1 10; 

20 4,517,288; and 4,837,168). For a review of the general immunoassays, see also Methods in 
Cell Biology: Antibodies in Cell Biology, volume 37 (Asai, ed. 1993); Basic and Clinical 
Immunology (Stites & Terr, eds., 7th ed. 1991). Immunological binding assays (or 
immunoassays) typically use an antibody that specifically binds to a protein or antigen of 
choice. The antibody may be produced by any of a number of means well known to those of 

25 skill in the art and as described above. 

Immunoassays also often use a labeling agent to specifically bind to and label 
the complex formed by the antibody and antigen. The labeling agent may itself be one of the 
moieties comprising the antibody/antigen complex. Thus, the labeling agent may be a 
labeled protein or a labeled antibody. Alternatively, the labeling agent may be a third moiety, 

30 such a secondary antibody, that specifically binds to the antibody/protein complex (a 
secondary antibody is typically specific to antibodies of the species {torn which the first 
antibody is derived). Other proteins capable of specifically binding immunoglobulin constant 
regions, such as protein A or protein G may also be used as the label agent. These proteins 
exhibit a strong non-immunogenic reactivity with immunoglobulin constant regions fi"om a 
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variety of species {see, e.g., Kronval etal.,J. Immunol. 111:1401-1406 (1973); Akerstrom et 
al., J. Immunol. 135:2589-2542 (1985)). The labeling agent can be modified with a 
detectable moiety, such as biotin, to which another molecule can specifically bind, such as 
streptavidin. A variety of detectable moieties are well known to those skilled in the art. 
5 Throughout the assays, incubation and/or washing steps may be required after 

each combination of reagents. Incubation steps can vary from about 5 seconds to several 
hours, optionally from about 5 minutes to about 24 hours. However, the incubation time will 
depend upon the assay format, antigen, volume of solution, concentrations, and the like. 
Usually, the assays will be carried out at ambient temperature, although they can be 
1 0 conducted over a range of temperatures, such as 1 CC to 40°C. 



Non-competitive assay formats 
Immunoassays for detecting a selected protein in samples may be either 
competitive or noncompetitive. Noncompetitive immunoassays are assays in which the 

15 amount of antigen is directly measured. In one preferred "sandwich" assay, for example, the 
anti-immunogen antibodies can be bound directly to a solid substrate on which they are 
immobilized. These immobilized antibodies then capture the immunogen present in the test 
sample. Proteins thus immobilized are then bound by a labeling agent, such as a second anti- 
immunogen antibody bearing a label. Alternatively, the second antibody may lack a label, 

20 but it may, in turn, be bound by a labeled third antibody specific to antibodies of the species 
fix)m which the second antibody is derived. The second or third antibody is typically 
modified with a detectable moiety, such as biotin, to which another molecule specifically 
binds, e.g., streptavidin, to provide a detectable moiety. 



25 Competitive assay formats 

In competitive assays, the amount of a selected protein present in the sample is 
measured indirectly by measuring the amount of a known, added (exogenous) protein 
displaced (competed away) from an anti-immunogen antibody by the unknown immunogen 
protein present in a sample. In one competitive assay, a known amount of immunogen 

30 protein is added to a sample and the sample is then contacted with an anfibody that 

specifically binds to a selected protein. The amount of exogenous protein bound to the 
antibody is inversely proportional to the concentration of protein present in the sample. In a 
particularly preferred embodiment, the antibody is immobilized on a solid substrate. The 
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amount of immunogen protein bound to the antibody may be determined either by measuring 
the amount of immunogen present in immunogen protein/antibody complex, or alternatively 
by measuring the amount of remaining uncomplexed protein. The amount of immunogen 
protein may be detected by providing a labeled immunogen molecule. 
5 A hapten inhibition assay is another preferred competitive assay. In this assay 

the known immunogen protein is immobilized on a solid substrate. A known amount of anti- 
immunogen antibody is added to the sample, and the sample is then contacted with the 
immobilized immunogen. The amount of anti-immunogen antibody bound to the known 
immobilized immunogen is inversely proportional to the amount of immunogen protein 
1 0 present in the sample. Again, the amount of immobilized antibody may be detected by 
detecting either the immobilized fraction of antibody or the fraction of the antibody that 
remains in solution. Detection may be direct where the antibody is labeled or indirect by the 
subsequent addition of a labeled moiety that specifically binds to the antibody as described 
above. 

15 

Cross-reactivity determinations 

Immunoassays in the competitive binding format can also be used for 
crossreactivity determinations. For example, a selected immunogen protein can be 
immobilized to a solid support. Proteins are added to the assay that compete for binding of 

20 the antisera to the immobilized antigen. The ability of the added proteins to compete for 
binding of the antisera to the immobilized protein is compared to the ability of the 
immunogen protein to compete with itself The percent crossreactivity for the above proteins 
is calculated, using standard calculations. Those antisera with less than 1 0% crossreactivity 
with each of the added proteins listed above are selected and pooled. The cross-reacting 

25 antibodies are optionally removed from the pooled antisera by immimoabsorption with the 
added considered proteins, e.g., distantly related homologs. 

The immunoabsorbed and pooled antisera are then used in a competitive 
binding immunoassay as described above to compare a second protein, thought to be perhaps 
an allele or polymorphic variant of the selected protein, to the immunogen protein. In order 

30 to make this comparison, the two proteins are each assayed at a wide range of concentrations 
and the amount of each protein required to inhibit 50% of the binding of the antisera to the 
immobilized protein is determined. If the amount of the second protein required to inhibit 
50% of binding is less than 10 times the amoimt of the immunogen protein that is required to 
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inhibit 50% of binding, then the second protein is said to specifically bind to the polyclonal 
antibodies generated to the immunogen. 

Other assay formats 

5 Western blot (inimunoblot) analysis is used to detect and quantify the presence 

of selected protein in the sample. The technique generally comprises separating sample 
proteins by gel electrophoresis on the basis of molecular weight, transferring the separated 
proteins to a suitable solid support, (such as a nitrocellulose filter, a nylon filter, or 
derivatized nylon filter), and incubating the sample with the antibodies that specifically bind 

10 the immunogen protein. The anti-immunogen antibodies specifically bind to the protein on 
the solid support. These antibodies may be directly labeled or alternatively may be 
subsequently detected using labeled antibodies (e.g., labeled sheep anti-mouse antibodies) 
that specifically bind to the anti-immunogen antibodies. 

Other assay formats include liposome immunoassays (LIA), which use 

15 liposomes designed to bind specific molecules (e.g., antibodies) and release encapsulated 
reagents or markers. The released chemicals are then detected according to standard 
techniques (see Monroe et al., Amer. Clin. Prod. Rev. 5:34-41 (1986)). 

Reduction of non-specific binding 

20 One of skill in the art will appreciate that it is often desirable to minimize non- 

specific binding in immunoassays. Particularly, where the assay involves an antigen or 
antibody immobilized on a solid substrate it is desirable to minimize the amount of non- 
specific binding to the substrate. Means of reducing such non-specific binding are well 
known to those of skill in the art. Typically, this technique involves coating the substrate 

25 with a proteinaceous composition, hi particular, protein compositions such as bovine serum 
albumin (BSA), nonfat powdered milk, and gelatin are widely used with powdered milk 
being most preferred. 

Labels 

30 The particular label or detectable group used in the assay is not a critical 

aspect of the invention, as long as it does not significantly interfere with the specific binding 
of the antibody used in the assay. The detectable group can be any material having a 
detectable physical or chemical property. Such detectable labels have been well-developed in 
the field of immunoassays and, in general, most any label useful in such methods can be 
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applied to the present invention. Thus, a label is any composition detectable by 
spectroscopic, photochemical, biochemical, immunochemical, electrical, optical or chemical 
means. Useful labels in the present invention include magnetic beads (e.g., 
DYNABEADS™), fluorescent dyes (e.g., fluorescein isothiocyanate, Texas red, rhodamine, 
5 and the like), radiolabels (e.g., ^H, '"l, "S, "*C, or "P), enzymes (e.g., horse radish 

peroxidase, alkaline phosphatase and others commonly used in an ELISA), and coiorimetric 
labels such as colloidal gold or colored glass or plastic beads (e.g., polystyrene, 
polypropylene, latex, etc.). 

The label may be coupled directly or indirectly to the desired comp>onent of 

10 the assay according to methods well known in the art. As indicated above, a wide variety of 
labels may be used, with the choice of label depending on sensitivity required, ease of 
conjugation with the compound, stabiUty requirements, available instrumentation, and 
disposal provisions. 

Non-radioactive labels are often attached by indirect means. Generally, a 

15 ligand molecule (e.g., biotin) is covalently bound to the molecule. The ligand then binds to 
another molecules (e.g., streptavidin) molecule, which is either inherently detectable or 
covalently bound to a signal system, such as a detectable enzyme, a fluorescent compound, or 
a chemiluminescent compound. The ligands and their targets can be used in any suitable 
combination with antibodies that recognize a selected protein, or secondary antibodies that 

20 recognize a primary antibody. 

The molecules can also be conjugated directly to signal generating 
compounds, e.g., by conjugation with an enzyme or fluorophore. Enzymes of interest as 
labels will primarily be hydrolases, particularly phosphatases, esterases and glycosidases, or 
oxidotases, particularly peroxidases. Fluorescent compounds include fluorescein and its 

25 derivatives, rhodamine and its derivatives, dansyl, umbelliferone, etc. Chemiluminescent 
compounds include luciferin, and 2,3-dihydrophthalazinediones, e.g., luminol. For a review 
of various labeling or signal producing systems that may be used, see U.S. Patent No. 
4,391,904. 

Means of detecting labels are well known to those of skill in the art. Thus, for 
30 example, where the label is a radioactive label, means for detection include a scintillation 
counter or photographic film as in autoradiography. Where the label is a fluorescent label, it 
may be detected by exciting the fluorochrome with the appropriate wavelength of light and 
detecting the resulting fluorescence. The fluorescence may be detected visually, by means of 
photographic film, by the use of electronic detectors such as charge coupled devices (CCDs) 
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or photomultipliers and the like. Similarly, enzymatic labels may be detected by providing 
the appropriate substrates for the enzyme and detecting the resulting reaction product. 
Finally simple colorimetric labels may be detected simply by observing the color associated 
with the label. Thus, in various dipstick assays, conjugated gold often appears pink, while 
5 various conjugated beads appear the color of the bead. 

Some assay formats do not require the use of labeled components. For 
instance, agglutination assays can be used to detect the presence of the target antibodies. In 
this case, antigen-coated particles are agglutinated by samples comprising the target 
antibodies. In this format, none of the components need be labeled and the presence of the 
1 0 target antibody is detected by simple visual inspection. 

CELLULAR TRAINSFECTION AND GENE THERAPY 

The present invention provides the nucleic acids of a selected protein for the 
transfection of cells in vitro and in vivo. These nucleic acids can be inserted into any of a 

1 5 number of well-known vectors for the transfection of target cells and organisms as described 
below. The nucleic acids are transfected into cells, ex vivo or in vivo, through the interaction 
of the vector and the target cell. The nucleic acid, under the control of a promoter, then 
expresses a protein of the present invention, thereby mitigating the effects of absent, partial 
inactivation, or abnormal expression of a gene, particularly as it relates to T cell activation 

20 and migration. The compositions are administered to a patient in an amoimt sufficient to 

elicit a therapeutic response in the patient. An amount adequate to accomplish this is defined 
as "therapeutically effective dose or amount." 

Such gene therapy procedures have been used to correct acquired and 
inherited genetic defects, cancer, and other diseases in a number of contexts. The ability to 

25 express artificial genes in humans facilitates the prevention and/or cure of many important 
hunian diseases, including many diseases which are not amenable to treatment by other 
therapies (for a review of gene therapy procedures, see Anderson, Science 256:808-8 1 3 
(1992); Nabel & Feigner, TIBTECH 1 1:21 1-217 (1993); Mitani & Caskey, TIBTECH 
11:162-166 (1993); MuUigan, Science 926-932 (1993); Dillon, TIBTECH 1 1:167-175 

30 (1993); Miller, Nature 357:455-460 (1992); Van Brunt, Biotechnology 6(10): 1 149-1 154 
(1998); Vigne, Restorative Neurology and Neuroscience 8:35-36 (1995); Kremer& 
Perricaudet, British Medical Bulletin 51(l):31-44 (1995); Haddada et ai. in Current Topics 
in Microbiology and Immunology (Doerfler & Bohm eds., 1995); and Yu et al.. Gene 
Therapy \:\'S-16{\99A)). 
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PHARMACEUTICAL COMPOSITIONS AND ADMINISTRATION 

Phamnaceutically acceptable carrieis are determined in part by the particular 
composition being administered (e.g., nucleic acid, protein, modulatory compounds or 
5 transduced cell), as well as by the particular method used to administer the composition. 
Accordingly, there are a wide variety of suitable formulations of pharmaceutical 
compositions of the present invention {see, e.g.. Remington 's Pharmaceutical Sciences, 17'*' 
ed., 1989). Administration can be in any convenient manner, e.g., by injection, oral 
administration, inhalation, transdermal application, or rectal administration. 

10 Formulations suitable for oral administration can consist of (a) liquid 

solutions, such as an effective amount of the packaged nucleic acid suspended in diluents, 
such as water, saline or PEG 400; (b) capsules, sachets or tablets, each containing a 
predetermined amount of the active ingredient, as liquids, solids, granules or gelatin; (c) 
suspensions in an appropriate liquid; and (d) suitable emulsions. Tablet forms can include 

15 one or more of lactose, sucrose, mannitol, sorbitol, calcium phosphates, com starch, potato 
starch, microcrystalline cellulose, gelatin, colloidal silicon dioxide, talc, magnesium stearate, 
stearic acid, and other excipients, colorants, fillers, binders, diluents, buffering agents, 
moistening agents, preservatives, flavoring agents, dyes, disintegrating agents, and 
pharmaceutical ly compatible carriers. Lozenge forms can comprise the active ingredient in a 

20 flavor, e.g., sucrose, as well as pastilles comprising the active ingredient in an inert base, such 
as gelatin and glycerin or sucrose and acacia emulsions, gels, and the like containing, in 
addition to the active ingredient, carriers known in the art. 

The compound of choice, alone or in combination with other suitable 
components, can be made into aerosol formulations (i.e., they can be "nebulized") to be 

25 administered via inhalation. Aerosol formulations can be placed into pressurized acceptable 
propellants, such as dichlorodifluoromethane, propane, nitrogen, and the like. 

Formulations suitable for parenteral administration, such as, for example, by 
intraarticular (in the joints), intravenous, intramuscular, intradermal, intraperitoneal, and 
subcutaneous routes, include aqueous and non-aqueous, isotonic sterile injection solutions, 

30 which can contain antioxidants, buffers, bacteriostats, and solutes that render the formulation 
isotonic with the blood of the intended recipient, and aqueous and non-aqueous sterile 
suspensions that can include suspending agents, solubilizers, thickening agents, stabilizers, 
and preservatives. In the practice of this invention, compositions can be administered, for 
example, by intravenous infusion, orally, topically, intraperitoneally, intravesically or 
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intrathecally. Parenteral administration and intravenous administration are the preferred 
methods of administration. The formulations of commends can be presented in unit-dose or 
multi-dose sealed containers, such as ampules and vials. 

Injection solutions and suspensions can be prepared from sterile powders, 
5 granules, and tablets of the kind previously described. Cells transduced by nucleic acids for 
ex vivo therapy can also be administered intravenously or parenterally as described above. 

The dose administered to a patient, in the context of the present invention 
should be sufficient to effect a beneficial therapeutic response in the patient over time. The 
dose will be determined by the efficacy of the particular vector employed and the condition 
10 of the patient, as well as the body weight or surface area of the patient to be treated. The size 
of the dose also will be determined by the existence, nature, and extent of any adverse side- 
effects that accompany the administration of a particular vector, or transduced cell type in a 
particular patient. 

In determining the effective amount of the vector to be administered in the 
1 5 treatment or prophylaxis of conditions owing to diminished or aberrant expression of the 
selected protein, the physician evaluates circulating plasma levels of the vector, vector 
toxicities, progression of the disease, and the production of anti-vector antibodies. In general, 
the dose equivalent of a naked nucleic acid from a vector is from about 1 /ig to 100 /ig for a 
typical 70 kilogram patient, and doses of vectors which include a refroviral particle are 
20 calculated to yield an equivalent amount of therapeutic nucleic acid. 

For administration, compounds and transduced cells of the present invention 
can be administered at a rate determined by the LD-50 of the inhibitor, vector, or transduced 
cell type, and the side-effects of the inhibitor, vector or cell type at various concenfrations, as 
applied to the mass and overall health of the patient. Administration can be accomplished via 
25 single or divided doses. 



EXAMPLES 

The following examples are offered to illustrate, but not to limit the claimed 

invention. 

30 
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Example 1 : Identification of EDGl and other genes involved in modularion of T cell 
activation and migration 

A. Introduction 

In this study, an approach to identify new targets for immune suppressive 
5 drugs is provided. It is known that following T cell activation, expression of numerous cell 
surface markers such as CD25, CD69, and CD40L are upregulated. CD69 has been shown to 
be an early activation marker in T, B, and NK cells. CD69 is a disulfide-linked dimer. It is 
not expressed in resting lymphocytes but appears on T, B and NK cells after activation in 
vitro. Its relevance as a TCR signaling outcome has been validated using T cell deficient in 

10 certain key signaling molecules such as LAT and SLP76 (Y ablonski, supra). Furthermore, 
re-introducing SLP76 to the deficient cells results in restoration of CD69 expression. CD69 
upregulation was therefore to be used to monitor TCR signal transduction. The rationale of 
the fiuictional genomics screen was then to identify cell clones whose CD69 upregulation 
was repressed following introduction of a retroviral cDNA library. The library members 

15 conferring such repression would then represent immune modulators that function to block 
TCR signal transduction. 

b. Results 

Several T cell lines, including Jurkat, HPB-ALL, HSB-2 and PEER were 
20 tested for the presence of surface CD3, CD25, CD28, CD40L. CD69, CD95, and CD95L. 
Those that express CD3 were cultured with anti-CD3 or anti-TCR to crosslink the TCR and 
examined for the upregulation of CD69. Jurkat T cell line was selected for its ability to 
upregulate CD69 in response to crosslinking of their TCR with a kinetics mimicking that of 
primary T lymphocytes (data not shown). The population of Jurkat cells was sorted for low 
25 basal and highly inducible CD69 expression following anti-TCR stimulation. Clone 4D9 was 
selected because CD69 in this clone was uniformly and strongly induced following TCR 
stimulation in 24 hours. 

In order to regulate the expression of the retroviral library, the Tet-Off system 
was used. Basically, cDNA inserts in the retroviral library were cloned behind the 
30 tetracycline regulatory element (TRE) and the minimal promoter of TK. Transcription of the 
cDNA inserts were then dependent on the presence of letracycline-controlled trans-activator 
(tTA), a fusion of Tet repression protein and the VP16 activation domain, and the absence of 
tetracyaline or its derivatives such as doxycycline (Dox). To shut off the cDNA expression, 
one can simply add doxycycline in the medium. To obtain a Jurkat clone stably expresses 
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tTA, retroviral LTR-driven tTA was introduced in conjunction with a TRE-dependent 
reporter construct, namely TRA-Lyt2. Through sorting of Lyt2 positive cells in the absence 
of Dox and Lyt2 negative cells in the presence of Dox , coupled with clonal evaluation, a 
derivative of Jurkat clone 4D9 was obtained, called 4D9#32, that showed the best Dox 
5 regulation of Lyt2 expression. 

Positive controls: ZAP70 is a positive regulator of T cell activation. A 
kinase-inactivated (KI) ZAP70 and a truncated ZAP70 (SH2 N+ C) were subcloned mto the 
retroviral vector under TRE control. ZAP70 SH2 (N+ C) and ZAP70 KI both inhibited TCR- 

10 induced CD69 expression. Consistent with the published report on dominant negative forms 
of ZAP70 on NFAT activity, the truncated protein is also a more potent inhibitor of CD69 
induction. In addition, the higher protein expression, as shown by adjusting GFP-gating, the 
stronger the inhibition was. When one puts the marker MI at bottom 1% of the uninfected 
cells, one has a 40% likelihood of obtaining cells whose phenotype resembled that of ZAP70 

1 5 SH2 (N+C). This translates into a 40: 1 enrichment of the desired phenotype. 

The CD69 inhibitory phenotype is dependent on expression of dominant 
negative forms of ZAP70. When Dox was added for 7 days before TCR was stimulated, there 
was no inhibition of CD69 expression. Analysis of cellular phenotype by FACS of GFP, 
which was produced fix>m the bi-cistronic mRNA ZAF70 SH2 (N+C)-IRES-GFP, revealed a 

20 lack of GFP+ cells. The lack of ZAP70 SH2 (N+C) expression in the presence of Dox was 
confirmed by Westem. 

Screening for cells lacking CD69 upregulation: Jurkat 4D9#32 cells were 
infected with cDNA libraries made form primary human lymphoid organs such as thymus, 

25 spleen, lymph node and bone marrow. The library complexity was 5x10^ and was built on 
the TRE vector. A total of 7.1x10* cells were screened with an infection rate of 52%, as 
judged by parallel infection of the same cells with TRA-dsGFP (data not shown). After 
infection, the cells will be stimulated with the anti-TCR antibody C305 for overnight and 
sorted for CD69 low and CD3+ phenotype by FACS. If the sorting gate was set to include 

30 the bottom 3% cells based on the single parameter of CD69 level, 2/3 cells in the sorting gate 
lacked TCRyCD3 complex, which explained their refractory to stimulation. The second 
parameter of CD3 expression was then incorporated. Even though there was a significant 
reduction of CD3/TCR complex on the surface following receptor-mediated internalization, 
the CD3- population was still distinguishable from the CD3+ population. The resulting sort 
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gate contained 1% of the total cells, which translated into a 100-fold enrichment based on cell 
numbers. The recovered cells with CD69 low CD3+ phenotype were allowed to rest in 
complete medium for 5 days before being stimulated again for a new round of sorting. In 
subsequent round of sortings, the sort gate was always maintained to contain the equivalent 
5 of 1 % of the unsorted control population. Obvious enrichment was achieved after 3 rounds 
of reiterative sorting. Cells with the desired phenotype increased from 1% to 22.3%. In 
addition, the overall population's geometric mean for CD69 was also reduced. 

In order to ascertain that the phenotype was due to expression of the cDNA 
library rather than entirely due to spontaneous or retroviral insertion-mediated somatic 

10 mutation, the cells recovered after the third round of sorting were split into two halves. One 
half of the cells were grown in the absence of Dox while the other half in the presence of 
Dox. A week later, CD69 expression was compared following anti-TCR stimulation. There 
was a significant numbers of cells (1 1%) whose CD69 repression was lost in the presence of 
Dox, suggesting that the CD69 inhibition phenotype was indeed caused by the expression of 

1 5 library members. Single cell clones in conjunction with the fourth round of CD69 low CD3+ 
sorting (LLLL) were deposited. 

In order to reduce the number of cells whose phenotype was not Dox- 
regulatable, the half of the cells grown in the presence of Dox were subjected to a fourth 
round of sorting for enrichment of CD69 high phenotype (LLLH). The cells recovered from 

20 LLLH sort were cultured in the absence of Dox for subsequence sorting and single cell 
cloning of CD69 low CD3+ phenotypes. 

Dox regulation of CD69 expression was expressed as the ratio of geometric 
mean fluorescent intensity (GMFI) in the presence of Dox over that in the absence of Dox. In 
uninfected cells, Dox had limited effect on the induction of CD69 expression so that the ratio 

25 of GMFI (+Dox)/GMFI (-Dox) remained to be 1 .00f/-0.25. The 2x standard deviation was 
therefore used as a cut-off criterion and clones with a ratio above 1 .5 were regarded as Dox- 
regulated clones. 

RNA samples were prepared from clones with Dox-regulatable phenotypes. 
Using primers specific for the vector sequence flanking the cDNA library insert, the cDNA 
30 insert of selected clones were captured by RT-PCR. Most clones generated only on DNA 
band, whereas a few clones generated two or more bands. Sequencing analysis revealed that 
the additional bands were caused by double or multiple insertions. 
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Characterization of proteins involved in T cell activation: Known TCR 
regulators such as Lck, ZAP70, PLCyl and Raf were obtained. In addition, the BCR 

regulator SYK was also uncovered. EDGl, a GPCR not previously known to be involved in 
B and T cell activation, was also identified using this assay (see Figures 14-32). 
5 Lck is a non-receptor protein tyrosine kinase. Its role in T cell development 

and activation has been widely documented. So far, dominant negative form of Lck has no 
been reported. Our discovery that over expression of the kinase-truncated form of Lck 
caused inhibition of CD69, similar to the phenotype of Jurkat somatic mutant lacking Lck, 
suggests that kinase deletion of Lck could also work as a dominant negative form of Lck. 

1 0 The two ZAP70 hits ended at aa 262 and 269, respectively. They both missed 

the catalytic domain. The deletions are very close to the positive control for the screen, 
ZAP70 SH2 (N+C), which ended at aa 276. Since ZAP70 SH2 (N+C) was shown to be a 
dominant negative protein, it appears that the two ZAP70 hits also behaved as dominant 
negative proteins of ZAP70. 

1 5 SYK is a non-receptor tyrosine kinase belonging to the SYK/ZAP70 family of 

kinases. Since it has also been shown that the lack of SYK expression in Jurkat cells did not 
appear to significantly alter the TCR-mediated responses compared with Jurkat clones 
expressing SYK, it appears that the SYK hit obtained from our screen worked mainly to 
block ZAP70 function. SYK's similarity to ZAP70 and its ability to associate with 

20 phosphorylated TCR zeta chains also support this notion. 

PLCyl plays a crucial role in coupling T cell receptor ligation to IL-2 gene 
expression in activated T lymphocytes. TCR engagement leads to rapid tyrosine 
phosphorylation and activation of PLC7I . The activated enzyme converts 
phosphatidylinositol-4,5-bisphosphate (PIP2) to inositol-l,3,5-trisphosphate ((1P3) and 

25 diacylglycerol (DAG). IP3 triggers intracellular Ca2+ increase and DAG is a potent activator 
of protein kinase C (PKC). PLCyl has a split catalytic domain comprised of conserved X and 
Y subdomains. Single point mutation in the catalytic X box completely abolished the 
enzyme activity and also blocked IL-2 reporter gene expression when introduced into PLC^- 
deficient Jurkat cells. Our hit contained the PH domain and the N and C terminal SH2 

30 domains of PLC7I . Significantly this hit also deleted the crucial tyrosine Y783 between the 
SH2 and SH3 domains. It was reported that Y783 was essential for coupling of TCR 
stimulation to IL-2 promoter activation and that mutation of Y783 to F (phenylalanine) 
generated a very potent dominant negative form of PLC7I. Indeed, the original clone 
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encoding the PLC7I hit had the highest Dox +/- ratio for CD69 expression among all clones 
from the cDNA screen, indicating the strong repression of CD69 induction by the hit as well 
as the total de-repression in the absence of the hit. When introduced to naive Jurkat cells, this 
fragment caused severe block of TCR-induced CD69 expression. 
5 Raf is a MAP kinase kinase kinase. It interacts with Ras and leads to 

activation of the MAP kinase pathway. The Raf hit obtained also had a truncation of the 
kinase domain, creating a dominant negative form of the kinase. Other signaling molecules 
known to involve in TCR pathway were also discovered in our screen. They included PAG , 
CSK, SHP-1 and nucleolin. 

10 

FuDCtion in primary T lymphocytes: The relevance of the CD69 screen hits 
to physiological fiinction of T cells was investigated in primary T lymphocytes. The hit was 
subcloned into a retroviral vector under a constitutively active promoter, followed by IRES- 
GFP. A protocol was also developed to couple successful retroviral infection to subsequence 

15 T cell activation. Primary T lymphocytes are at the quiescent stage when isolated from 
healthy donors. In order to be infected by retrovirus, primary lymphocytes need to be 
activated to progress in cell cycle. Fresh peripheral blood lymphocytes (PBL) contained 
typically T cells and B cells. The combined CD4+ and CD8+ cells represented total T cell 
percentage, which was 81% in this particular donor. The remaining 19% CD4-CD8- cells 

20 were B cells as stained by CD 19 (data not shown). Upon culturing on anti-CD3 and anti- 
CD28 coated dishes, primary T lymphocytes were expanded and primary B cells and other 
cell types gradually died off in the culture. After infection, the culture contained virtually all 
T cells. Furthermore, primary T lymphocytes were successfully infected by retroviruses. 

As seen with Jurkat cells (data not showm), GFP translated by way of IRES 

25 was not as abundant as GFP translated using the conventional Kozak sequence (comparing 
GFP geometric mean from CRU5-IRES-GFP and CRU5-GFP). Nevertheless the percentage 
infection remained similar. Insertion of a gene in front of IRES-GFP further reduced the 
expression level of GFP, which was observed with cell lines (data not shown) and here 
primary T lymphocytes. After allowing cells to rest following infection, FACS sorted cells 

30 were divided into two populations: GFP- and GFP+. The sorted cells were immediately put 
into culture. Anti-CD3 alone did not induce IL-2 production. This observation was 
consistent with previous report on freshly isolated primary T lymphocytes and confirmed the 
notion that prior culture and retroviral infection did not damage the physiological properties 
of these primary T lymphocytes. Addition of anti-CD28 in conjunction with anti-CD3 led to 
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robust IL-2 production with vector-infected cells and the GFP- population of LckDN and 
PLC7lDN-infected cells. The GFP+ cell population from LckDN and PLC7lDN-infected 
cells, however, were severely impaired in IL-2 production. As expect, the defect caused by 
LckDN and PLC7IDN can be completely rescued by stimulation using PMA and ionomycin. 
5 Taken together, these results showed that Lck and PLC7I plays a role in lL-2 production 
from primary T lymphocytes, consistently with their involvement membrane proximal 
signaling events of T cell activation. These results also demonstrated a successful system to 
quickly validate hits from our fiinctional genetic screens in primary cells. 

10 Use of CD69 upregulation in drug screening: The discovery of important 

immune regulatory molecules from the B and T cell activation-induced CD69 upregulation 
validated the relevance of this cell-based assay. Essentially such a cell-based assay offers the 
opportunity to discover inhibitors of multiple targets such as Lck, ZAP70, PLC7I, and EDG 
family proteins such as EDGl . It is the equivalent of multiplexing enzymatic assays with the 

1 5 additional advantage of cell permeability of compoimds. It may even be possible to identify 
novel compounds that block adaptor protein functions. Towards this end, the FACS assay of 
cell surface CD69 expression was converted to a micro-titer plate based assay, for both T and 
B cell regulation assays. 

20 In conclusion, the strategy presented in this study demonstrates a successful 

approach to discover and validate important immune regulators on a genome-wide scale. 
This approach, which requires no prior sequence information, provides a tool for fimctional 
cloning of regulators in numerous signal transduction pathways. For example, B cell 
activation-induced CD69 expression, IL-4-induced IgE class switch and TNF -induced NF- 

25 kB reporter gene expression are all amendable to the genetic perturbation following 

introduction of retroviral cDNA libraries. The outlined strategy is less biased compared to 
forced introduction of a handful of signaling molecules discovered in other context such as 
growth factor signal transduction. It also opens the door for discovering peptide inhibitors of 
immune modulatory proteins by screening random peptide libraries, including cyclic 

30 peptides, expressed from the retroviral vector. 

C. Methods 

Cell culture: Human Jurkat T cells (clone N) were routinely cultured in 
RPMI 1640 medium supplemented with 10% fetal calf serum (Hyclonc), penicillin and 
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streptamycin. Phoenix A cells were grown in DMEM supplemented with 10% fetal calf 
scrum, penicillin and streptamycin. To produce the tTA-Jurkat cell line, Jurkat cells were 
infected with a retroviral construct which constitutively expresses the tetracycline 
transactivator protein and a reporter construct which expresses LyT2 driven by a tetracycline 
5 responsive element (TRE). The tTA-Jurkat cell population was optimized by sorting multiple 
sounds for high TRE-dependent expression of LyT2 in the absence of Dox and strong 
repression of LyT2 expression in the presence Dox. The cells were also sorted for maximal 
anti-TCR induced expression of CD69. Doxycycline was used at a final concentration of 
lOng/ml for at least 6 days to downregulate expression of cDNAs from the TRE promoter. 

10 

Transfection and infection: Phoenix A packaging cells were transfected with 
retroviral vectors using calcium phosphate for 6 hours as standard protocols. After 24 hours, 
supernatant was replaced with complete RPMI medium and virus was allowed to accumulate 
for an additional 24 hours. Viral supernatant was collected, filtered through a 0.2nM filter 
15 and mixed with Jurkat cells at a density of 2.5 x 10^ cells/ml. Cells were spun at room 

temperature for 3 hours at 3000 rpm, followed by overnight incubation at 37°C. Transfection 
and infection efficiencies were monitored by GFP expression and fiinctional analysis was 
carried out 2-4 days after infection. 

20 Libraries: RNA extracted from human lymph node, thymus, spleen and bone 

marrow was used to produce two cDNA libraries; one random primed and directionally 
cloned and the second non-directionally cloned and provided with 3 exogenous ATG in 3 
fi-ames. cDNAs were cloned into the pTRA-exs vector giving robust doxycychne-regulable 
transcription of cDNAs from the TRE promoter. The total combined library complexity was 5 

25 X lO' independent clones. 

Stimulation: For CD69 upregulation experiments, tTA-Jurkat cells were split 
to 2.5 x 10^ cells/ml 24 hours prior to stimulation. Cells were spun and resuspended at 5 x 
lO' cells/ml in fresh complete RPMI medium in the presence of 100 ng/ml C305 (anti-Jurkat 
30 clonotypic TCR) or 5 ng/ml PMA hybridoma supernatant for 20-26 hours at 37°C, and then 
assayed for surface CD69 expression. 
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Cell surface marker analysis: Jurkat-N cells were stained with an APC- 
conjugated mouse monoclonal anti-human CD69 antibody (Caltag) at 4''C for 20 minutes and 
analyzed using a Facscalibur instrument (Becton Dickinson) with Cellquest software. Cell 
sorts were performed on a MoFlo (Cytomation). 

5 

cDNA screen: Phoenix A packaging cells were transfected with a mixture of 
the two tTA regulated retroviral pTRA-exs cDNA libraries. Supernatant containing packaged 
viral particles was used to infect tTA-Jurkat cells with an efficiency of -85%. After 4 days of 
cDNA expression, library infected cells were stimulated with 0.3 ng/ml C305 for 20-26 

10 hours, stained with APC-conjugated anti-CD69, and lowest CD69-expressing cells still 
expressing CD3 (CD69'''*CD3^ were isolated using a fluorescence activated cell sorter. 
Sorting was repeated over multiple rounds with a 6-day rest period between stimulations until 
the population was significantly crunched for non-responders. Single cells were deposited 
from 4 separate rounds of sorting. Cell clones were expanded in the presence and absence of 

15 Dox, stimulated and analyzed for CD69 upregulation. 

Isolation of cDNA inserts: PCR primers were designed to amplify cDNA 
inserts from both libraries and did not amplify Lyt2 that was also under TRE regulation. The 
primers used contained flanking BstXI sites for subsequent cloning to pTRA-IRES-GFP 

20 vector. RT-PCR cloning was achieved with kits fix)m Clontech or Life Technologies. The 
gel-purified RT-PCR products were submitted for sequencing directly and simultaneously 
digested for subcloning. Dominant negative ZAP70 (KI) and ZAP70SH2 (N+C) as well as 
selected hits from cDNA screens were subcloned to the retroviral pTRA-IRES-GFP vector. 
Selected hits form cDNA screens were also subcloned to CRU5-IRES-GFP for infection of 

25 human primary T lymphocytes and examination of IL-2 production. 

It is understood that the examples and embodiments described herein are for 
illustrative purjx)ses only and that various modifications or changes in light thereof will be 
suggested to persons skilled in the art and are to be included within the spirit and purview of 
30 this application and scope of the appended claims. All publications, patents, and patent 
applications cited herein are hereby incorporated by reference in their entirety for all 
purposes. 
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SEQUENCE LISTING 

A-raf-l 

5 >gi|28820|emb|X04790.l|HSARAFlR Human mRNA for A-raf-1 oncogene (SEQ ID 
NO:l) 

TGACCCAATAAGGGTGQAAGGCTGAGTCCCGCAGAGCCAATAACGAGAGTCCGAGAGGCGACGGAGGCGG 
ACTCTGTGAGGAAACAAGAAGAGAGGCCCAAGATGGAGACGGCGGCGGCTGTAGCGGCGTGACAGGAGCC 
CCATGGCACCTGCCCAGCCCCACCTCAGCCCATCTTGACAAAATCTAAGGCTCCATGGAGCCACCACGGG 

1 0 GCCCCCCTGCCAATGGGGCCGAGCCATCCCGGGCAGTGGGCACCGTCAAAGTATACCTGCCCAACAAGCA 
ACGOiCGGTGGTCACTGTCCGGGATGGCArGAGTGTCrrACGACTCTCTAGACAAGGCCCTGAAGGTGCGG 
GGTCTAAATCAGGACTGCTGTGTGGTCTACCGACTCATCAAGGGACGAAAGACGGTCACTGCCTGGGACA 
CAGCCATTGCTCCCCTXK3ATGGCGAGGAGCTCATTGTCGAGGTCCTTGAAGATGTCCCGCTGACCATGCA 
O^TTITGTACGGAAGACCTTCTTCAGCCTGGCGTTCTGTGACTTCTGCCTTAAGTTTCTGT^ 

1 5 TTCCGTTGCCAAACCTGTGGCTACAAGTTCCACCAGCATTGTTCCTCCAAGGTCCCCACAGTCTGTGTTG 
ACATGAGTACCAACCGCCAACAGTTCTACCACAGTGTCCAGGATTTGTCCGGAGGCTCCAGACAGCATGA 
GGCTCCCTCGAACCGCCCCCTGAATGAGTTGCTAACCCCCCAGGGTCCCAGCCCCCGCACCCAGCACTGT 
GACCCGGAGCACTTCCCCTTCCCTGCCCCAGCCAATGCCCCCCTACAGCGC7VTCCGCTCCACGTCCACTC 
CCAACGTCCATATGGTCAGCACCy^CGGCCCCCATGGACTCCAACCTCATCCAGCTCACTGGCCAGAGTTT 

20 CAGCACTGATGCTGCCGGTAGTAGAGGAGGTAGTGATGGAACCCCCCGGGGGAGCCCCAGCCCAGCCAGC 
GTGTCCTCGGGGAGGAAGTCCCCACATTCCAAGTCACCAGCAGAQCAGCGOSAGCGGAAGTCCTTGGCCG 
ATGACAAGAAGAAAGTGAAGAACCTGGGGTACCGGGANTCAGGCTATTACTGGGAGGTACCACCCAGTGA 
GGTGCAGCTGCTGAAGAGGATOjGGACGGGCTCGTTTGGCACCGTGTTTCGAGGGCGGTGGCATGGCGAT 
GTGGCCGTGAAGGTGCTCAAGGTGTCCCAGCCCACAGCTGAGCAGGCCCAGGCrrTTCAAGAATGAGATGC 

25 AGGTGCTCAGGAAGACGCGACATGTCAACATCTTGCTGTTTATGGGCITCATGACCCGGCCGGGATT^^ 
CATCATCACACAGTGGTGTGAGGGCTCCAGCCTCTACCATCACCTGCATGTGGCCGACACACGCTTCX3AC 
ATGGTCCAGCTCATCGACGTGGCCCGGCAGACTGCCCAGGGCATGGACTACCTCCATGCCAAGAACATCA 
TCCACCGAGATCTCAAGTCTAACAACATCTTCCTACATGAGGGGCrrCT^CGGTGAAGATCGGTGACTTTGG 
CTTGGCCACAGTGAAGACrCGATGGAGCGGGGCCCAGCCCTTGGAGCAGCCCTCAGGATCTGTGCTGTGG 

30 ATGGCAGCTGAGGTGATCCGTATGCAGGACCCGAACCCCTACAGCTTCCAGTCAGACGTCTATGCCTACG 
GGGTTGTGCrCTACGAGCTTATGACTGGCIXyVCroCCTTACykGCCACATTGGOT 

CTTTATGGTGGGCCGTGGCTATCTGTCCCCGGACCTCAGCAAAATCTCCAGCAACTGCCCCAAGGCCATG 
CGGCGCCTGCTGTCTGACTGCCTCAAGTTCCAGCGGGAGGAGCGGCCCCTCTTCCCCCAGATCCTGGCCA 
CAATTGAGCTGCTGCAACGGTCACTCCCCAAGATTGAGCGGAGTGCCTCGGAACCCTCCTTGCACCGCAC 

3 5 CCAGGCCXjATGAGTTGCCTGCCTGCCTACTCAGCGCAGCCCGCCTTGTGCCT TAGG CCCCGCCCAAGCCA 
CCAGGGAGCCAATCTCAGCCCTCCACGCCy\AGGAGCCTTGCCCACCAGCCAATCAATGTTCGTCTCTGCC 
CrTOATGCTGCCrCAGGATCCCCCATTCCCCACCCTGGGAGATGAGGGGGTCCCCATGTGCTTTTCCAGTT 
CTTCTGGAATTGGGGGACCCCCGCCAAAGACTGAGCCCCCrrGTCTCCTCCATCATTTGGTTTCCTCTTGG 
CTTTGGGGATACTTCTAAATTTTGGGAGCTCCTCCATCTCCAATGGCTGGGATTTGTGGCAGGGATTCC^ 

40 crrCAGAACCTCTCTGGAATTTGTGCCTGATGTGCCTrCCACTGGATTTTGGGGTTCCCAGCACCCCATG^ 
GGATTTTGGGGGGTCCCTTTTGTGTCTCCCCCGCCATTCAAGGACTCCTCTCITTCrTC^ 
CAGAATTC 

>gi|l340152|emb|CAA28476.l| ORF (A-raf) (AA 1-606) [Homo sapiens] (SEQ ID 
45 NO : 2 ) 

MEPPRGPPANGAEPSRAVGTVKAnrLPNKQRT\AmmDGMSVYDSLDKALKVRGLNQDCCVVYRLIKGRKT 
VTAVroTAIAPUX;EELIVEVLEDVPLTMHNPVRKTFFSLAFCDFCI.KFLFHGFRCQTCGYKFHQHCSSKV 
PTVCVDMSTNRQQFYHSVQDLSGGSRQHEAPSNRPLNBLLTPQGPSPRTQHCDPEHFPFPAPANAPLQRI 
RSTSTPNVHMVSTTAPMDSNLIQLTGQSFSTDAAGSRGGSDGTPRGSPSPASVSSGRKSPHSKSPAEQRE 
50 RKSIADDKKKVKNU3YRXSGYYWEVPPSEVQLLKRIGTGSFGTVFRGRWHGDVA\nCVLKVSQPTAEQAQA 
FKNEMQVLRKTRHVNILLFMGFMTRPGFAIITQWCEGSSLYHHLHVADTRFDMVQLIDVARQTAQGMDyL 
HAKNIIHRDLKSNNIFLHEGLTVKIGDFGLATVKTRWSGAQPLEQPSGSVLWMAAEVIRMQDPNPYSFQS 
DVYAyGWLYELMTGSLPYSHIGCRDQIIFMVGRGYLSPDLSKISSNCPKAMRRLLSDCLKFQREERPLF 
PQILATIELLQRSLPKIERSASEPSLHRTQADELPACLLSAARLVP 

55 

>gi |4502192 I ref |KM_001654 . 1 1 Homo sapiens v-raf murine sarcoma 3611 viral 
oncogene homolog 1 (ARAFl) , mRNA (SEQ ID NO: 3) 

ACGTGACCCTGACCCAATAAGGGTGGAAGGCTGAGTCCGCAGAGCCAATAACGAGAGTCCGAGAGGCGAC 
GGAGGCGGACTCTGTGAGGAAACAAGAAGAGAGGCCCAAGATGGAGACGGCGGCGGCTGTAGCGGCGTGA 
60 CAGGAGCCCCATGGCACCnXJCCCAGCCCCACCTCAGCCCATCTTGACAAAATCTAAGGCTCCATGGAGCC 
ACCACGGGGCCCCCCTGCCAATGGGGCCGAGCCATCCCGGGCAGTGGGCACCGTCAAAGTATACCTGCCC 
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aacaaix:aacgc:acggtggtgactgtcc(X3Gatggcatgagtgtctacgactctctagacaaggccctga 

AGGTGCGGGGTCTAAATCAGGACTGCTGTGTGGTCTACCGACTCATCAAGGGACGAAAGACGGTCACTGC 
CTGGGACACAGCCATTGCTCCCCTGGATGGCGAGGAGCTCATTGTCXyVGGTCCTTGAAGATGTCCCG<^ 
ACCATGCACAATTTTGTACGGAAGACCTTCTTCAGCCTGGCGTTCrGTGACTTCTGCCrrTAAGTT^ 
5 TCCATGGCTTCCGTTGCCyJVACCTGTGGCTACAAGTTCCACCAGCATTGTTCCTCCAAGGTCCCCACAGT 
CTGTGTTGACATGAGTACOU^CroCCyUVCAGTTCTACCy^CAGTGTCCAGGATTrGTCaSGAGt^ 
CAGCATGAGGCTCCCTCGAACCGCCCCCTGAATGAGTTGCTAACCCCCCAGGGTCCCAGCCCCCGCACCC 
AGCACTGTGACCCGGAGCACrrTCCCCrTCCCTGCCCCAGCCAATGCCCCCCTACAGCGCATCCGCTCCAC 
GTCCACTCCCAACGTCCATATGGTCAGCACCACGGCCCCCATGGACTCCAACCTCATCCAGCTCACTGGC 

1 0 CAGAGTTTCAGCACTGATGCTGCCGGTAGTAGAGGAGGTAGTGATGGAACCCCCCGGGGGAGCCCCAGCC 
CAGCCAGCGTGTCCTCGGGGAGGAAGTCCCCACATTCCAAGTCACCAGCAGAGCAGCGCGAGCGGAAGTC 
CTTGGCCGATGACAAGAAGAAAGTGAAGAACCTGGGGTACCGGGACTCAGGCTATTACTGGGAGGTACCA 
CCCAGTGAGGTGCAGCrcCTGAAGAGGATCGGGACGGGCTCGTTTGGCACCGTGTTTCGAGGGCGGTGGC 
ATGGCGATGTGGCCGTGAAGGTGCTCAAGGTGTCCCAGCCCACAGCTGAGCAGGCCCAGGCTTTCAAGAA 

1 5 TGAGATGCyVGGTGCTCAGGAAGACX3CGACATGTCAACATCTTG(nt3TTTATGGGCTTCATGACCCGGCCG 
GGATTTGCCATCATCACy^CAGTGGTGTGAGGGCTCCAGCCTCTACCATCACCTGCATGTGGCCGACACAC 
GCTTCGACATGGTCCAGCTCATCGACGTGGCCCGGCAGACreCCCAGGGCATGGACrACCTCCATGCC^ 
GAACATCATCCACCGAGATCrrCAAGTCTAACAACATCTTCCTACATGAGGGGCTCACGGTGAAGATCGGT 
GACTTTGGCTTGGCCACAGTGAAGACTCGATGGAGCGGGGCCCAGCCCTTGGAGCAGCCCTCAGGAT^ 

20 TGCTGTGGATGGCAGCTGAGGTGATCCGTATGCAGGACCCGAACCCCTACAGCTTCCAGTCAGACGTCTA 
TGCCTACGGGGTTGTGCTCTACGAGOTTATGACTGGCrCACTGCCTTACAGCCACATTGGCTGCCGT^ 
CAGATTATCTITATGGTGGGCCGTGGCTATCTGTCCCCGGACCTCAGCAAAATCTCCAGCAACTGCCCCA 
AGGCCATGCGGCGCCrrGCTGTCTGACTGCCTCAAGTTCCAGCGGGAGGAGCGGCCCCTCTTCCCCCAGAT 
CCTGGCCACAATTGAGCIX3CroCAACXX3TCACrcCCCAAGATTGAGC^ 

25 CACCGCACCCAGGCCGATGAGTTGCCTGCCTGCCTACTCAGCGCAGCCCGCCTTGTGCCT TAGG CCCCGC 
CCAAGCO^CCAGGGAGCCAATCTCAGCCCTCCACGCCAAGGAGCCTTGCCCACCAGCCAATCAATGTTCG 
TCTCTGCCCTGATGCTGCCTCAGGATCCCCCATTCCCCACCCTGGGAGATGAGGGGGTCCCCATGTGCTT 
TTCCAGTTCTTCriXSGAATTGGGGGACCCCCGCCAAAGACTGAGCCCCCTGTCTCCTCCATCATTTGGTT^ 
CCTCTTTGGCTTTGGGGATACTTCrAAATTTTGGGAGCTCCrCCATCT 

30 GGGATTCCACTCAGAACCTCTCTGGAATTTGTGCCrrGATGTGCCTTCCACTGGATT^ 

ACCCCATGTGGATTTTGGGGGTCCCTTTTGTGTCTCCCCCGCCATTCJVAGGACrCCTCTCTT^ 
AAGAAGCACAGAATTC 

>gi (4502193 |ref |NP_001645. 1 1 v-raf murine sarcoma 3611 viral oncogene 
35 homolog 1; Oncogene AHAFl (Homo sapiens] (SEQ ID N0:4) 

MEPPRGPPANGAEPSRAVGTVKVYLPNKQRTVVTVMX3MSVYDSLDKALKVRGIJ<QDCCr\A/YRLIKGRK^ 
VTAWDTAIAPLTCEELIVEVLEDVPLTMHNFVRKTFFSLAFCDFCLKFLPHGFRCQTCGYKFHQHCSSKV 
PTVCVDMSTNRQQFYHSVQDLSGGSRQHEAPSNRPLNELLTPQGPSPRTQHCDPEHFPFPAPANAPLQRI 
RSTSTPNVHMVSTTAPMDSNLIQLTGQSFSTDAAGSRGGSDGTPRGSPSPASVSSGRKSPHSKSPAEQRE 
40 RKSXJOJDKKKVKNLGYTiDSGYYWEVPPSEVQLLKRIGTGSFGTVFRGRWHGDVAVKVLKVSQPTAEQAQA 
FKNEMQVLRKTRHVNILLFMGFMTRPGFAIIT0WCEGSSLyHHLHVADTRFDMVQLIDVARQTAQG^1DYL 
HAKNIIHRDLKSNNIFLHEGLTVKIGDFGLATVKTRWSGAQPLEQPSGSVLWMAAEVIRMQDPNPYSFQS 
DVyAYGWLYEIiMTGSLPYSHIGCRDQIIFMVGRGYLSPDLSKISSNCPKAMRRLLSDCLKFQREERPLF 
PQILATIELLQRSLPKIERSASEPSLHRTQADELPACLLSAARLVP 

45 

Lck 

>gi ( 775207 |gb (U23852 . 1 |HSU23852 Human T-lymphocyte specific protein 
50 tyrosine kinase p561ck (lck) aberrant mRNA, complete cds (SEQ ID N0:5) 
GGTTAGGCCAGGAGGACCATGTGAATGGGGCCAGAGGGCTCCCGOGCTGGGCAGGGACC ATG GGCroTG^ 
CTGCAGCTCACACCCGGAAGATGACTGGATGGAAAACATCGATGTGTGTGAGAACTGCCATTATCCCATA 
GTCCCACTGGATGGCyUGGGCACGCTGCTCATCCGAAATGGCTCTGAGGTGCGGGACCCACTGGTTACCT 
ACGAAGGCTCCJVATCCGCCGGCTTCCCaVCrGCAAGACAACCTGGTrATCGCTCTGCACAGCTATGAGCC 
5 5 CTCTCACGACGGAGATCTGGGCTTTGAGAAGGGGGAACAGCTCCGCATCCTGGAGCAGAGCGGCGAGTGG 
TGGAAGGCGCAGTCCCTGACCACGGGCCAGGAAGGCTTCATCCCCTTCAATTTTGTGGCCAAAGCGAACA 
GCCTGGAGCCCGAACCCTGGTTCTTCAAGAACCTGAGCCGCAAGGACGCGGAGCGGCAGCTCCTGGCGCC 
CGGGAACACTCACGGCTCCTTCCTCATCCGGGAGAGCGAGAGCACCGCGGGATCGTTTTCACTGTCGGTC 
CGGGACTTCGACCAGAACCAGGGAGAGGTGGTGAAACATTACAAGATCCGTAATCTGGACAACGGTGGCT 
60 TCTACATCTCCCCTCGAATCACTTTTCCCGGCCTGCATGAACTGGTCCGCCATTACACCAATGCTTCAGA 
TGGGCTGTGCACACGGTTGAGCCX5CCCCTGCCAGACCCAGAAGCCCCAGAAGCCGTGGTGGGAGGACGAG 
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TGGGAGGTTCCCAGGGAGACGCTGAAGCTGGTGGAGCGGCTGGGGGCTGGACAGTTCGGGGAGGTGTGGA 
TGGGGTACTACAACGGGCACACGAAGGTGGCGGTGAAGAGCCTGAAGCAGGGCAGCATGTCCCCCGACGC 
CTTCCTGGCCGAGGCCAACCTCATGAAGCAGCTGCAACACCAGCGGCTGGTTCGGCTCTACGCTGTGGTC 
ACCCAGGAGCCCATCTACATCATCACTGAATACATGGAGAATGGGAGTCTAGTGGATTTTCTCAAGACCC 
5 CTTCAGGCATCAAGTTGACCATCAACAAACTCCTGGACATGGCAGCCCAAGTAAGGAGACTGGGGAGGGG 
GGCItKXjCAAGGGAACAGACCAGTGACG TGA AGACATCTGGCTCAGGACCGCTGATCTGTGTTTGGCCTC 
CAGATTGCAGAAGGCATGGCATTCATTGAAGAGCGGAATTATATTCATCGTGACCTTCGGGCTGCCAACA 
TTCTGGTGTCTGACACCCrrGAGCTGCAAGATTGCAGACTTTGGCCTAGCACGCCTCATTGAGGAC^ 
GTACACAGCCAGGGAGGGGGCCAAGTTTCCCATTAAGTGQACAGCGCCAGAAGCCATTAACTACGGGACA 

1 0 TTCACCATCAAGTCy^GATGTGTGGTCTTTTGGGATCCTGCTGACGGAAATTGTCACCCACGGCCGCATCC 
CTTACCCAGGGATGACCAACCCGGAGGTGATTCAGAACCTGGAGCGAGGCTACCGCATGGTGCGCCCTGA 
CAACTGTCCAGAGGAGCTGTACCAACrrCATGAGGCTGTGCTGGAAGGAGCGCCCAGAGGACCGGCCCACC 
TTTGACrACCTGOJCAGTGTGCTGGAGGACTTCrrTCACGQCCACAGAGGGCCAGTACCAGCCTCA^ 
GAGAGGCCTTGAGAGGCCCrnMGGTTCTCCCCCTTTCTCTCCAGCCTGACTTGGGGAGATGGAGT^^ 

1 5 TGCCATAGTCAC7VTTGGCCATGCACATATGGACTCTGCACATGAATCCCACCCACATGTGACACATATGC 
ACCTTGTGTCTGTACACGTGTCCTGTAGTGTTGaXSACrrcTGCACATGTCTO 
CATGTATGTCrTGGACACTGTACAAGGTACCCCTTTCTXSGCTCTCCCATTTCCTGAGACCAC^ 
GGGAGAAGCCTGGGATTGACAGAAGCTTCTGCCCACCTACTTTTCTTTCCTCAGATCATCCAGAA^ 
TCAAGGGCCAGGACTTTATCTAATACCTCTGTGTGCTCCTCCTTXMTGCCTGGCCTGGCACACATCAGGA 

20 GTTCAATAAATGTCTGTTGATGACTGCCG 

>gi |775208|gb|AAC50287.l| p56lck (SEQ ID N0:6) 

MGCGCSSHPEDDWMENIDVCENCHYPIVPLDGKGTLLIRNGSEVRDPLVTYBGSNPPASPLQDNLVIALH 
SYEPSHDGDLGFEKGEQLRILEQSGEWWKAQSLTTGQEGFIPFNPVAKANSLEPEPWFFKNLSRKDAERQ 
25 LliAPGNTHGSFLIRESESTAGSFSLSVRDFDQNQGEVVKHYKIRNLDNGGFyiSPRITFPGLHELVRHYT 
NASDGIiCTRLSRPCQTQKPQKPWWEDEWEVPRETLKLVERLGAGQFGEVWMGYYNGHTKVAVKSLKQGSM 
SPDAFIABANLMKQLQHQRLVRLYAVVTQEPIYIITEYMENGSLVDFLKTPSGIKLTINKLLDMAAQVRR 
LGRGAGQGNRPVT 

30 

ZAP7 0 

>gi I 340038 |gb|L05148 . 1 |humtyrkin Hioman protein tyrosine kinase related mRNA 
sequence (SEQ ID NO: 7) 

3 5 GGAATAGGTTAGTTTCAGACAAGCCrGCTTGCCGGAGCTCAGCAGACACCAGGCCrrCCXMGC^ 

GCCCACCGTGGGCCTCAGAGCTGCTGCTGGGGO^TTCAGAACCGGCTCTCCATTGGCATTGGGACCAGAG 
ACCCCGOUVGTGGCCTGTTTGCCrrGGACATCCACCTGTACGTCCCCAGGTTTCGGGAGGCCCAGGGGCGA 
TCCCAGACCCCGCGGCGCACCTGCCCTTCrrCTACGGCAGCATCTaJCGTGCaSAGGCCGAGGAGC^ 
GAAGCTGGCGGGCATGGCGGAOXSGCrrCTTCCTGCTGCGCCAGTGCCTGCGCTCGCTGOT 

40 CTGTCGCTCGTGCACGATGTGCGCTTCCACCACTTTCCCATCGAGCGCCAGCrCAACXK5CACCTACGCCA 
TTGCCGGCGGCAAAGCGCACTGTGGACCGGOVGAGCTCrroCGAGTTCTACTCGCGCGACCCCGACGGGCT 
GCCCTGCAACCTGCGCAAGCCGTGCAACCGGCCGTCGGGCCTCGAGCCGCAGCCGGGGGTCTTCGACTGC 
CTGCGAGACGCCATGGTGCGTGACTACGTGCX3CCAGACGTGGAAGCTGGAGGGCGAGGCCCTGGAGCAGG 
CCATCATCAGCOVGGCCCCGCAGGTCGAGAAGCTCATTGCTACGACGGCCCACGAGCGGATGCCCTGGTA 

45 CCACAGCAGCCTGACGCGTGAGGAGGCCGAGCGCAAACTTTACTCTGGGGCGCAGACCGACGGCAAGTTC 
CrroCTGAGGCCXK:GGAAGGAGCAGGGCACATACGCCCTGTCCCTCATCTATGGGAAGACGGTGTACCACT 
ACCrCATCAGCCAAGACAAGGCGGGCAAGTACTGa^TTCCOSAGGGCACCAAGTTTGACACGCTCTGGCA 
GCTGGTGGAGTATCTGAAGCTGAAGGCGGACGGGCTCATCTACTGCCTGAAGGAGGCCTGCCCCAACAGC 
AGTGCCAGCAACGCCTCAGGGGCTGCTGCTCCCACACTCCCAGCCCACCCATCCACGTTGACTCATCCTC 

50 AGAGACGAATCGACACCCTCAACTCAGATGGATACACCCCTGAGCCAGCACGCATAACGTCCCCAGACAA 
ACC6CGGCCGATGCCCATGGACACGAGCGTGTATGAGAGCCCCTACAGCGACCCAGAGGAGCTCAAGGAC 
AAGAAGCTCTTCCTGAAGCGCGATAACCrcCTCATAGCTGACATTGAACTTGGCTGCGGCAACTTTGGCT 
CAGTGCGCCAGGGCGTGTACCX3CATGCGCAAGAAGCAGATCGACGTGGCCATCAAGGTGCTGAAGCAGGG 
CACGGAGAAGGCAGACACGGAAGAGATGATGCGCGAGGCGCAGATCATGCACCAGCTGGACAACCCCTAC 

5 5 ATCGTGCGGCTa^TTGGCGTCTGCCAGGCCG AGGCCCTCATGCTGGTCATGGAGATGGCTGGGGGCGGGC 
CGCTGCACAAGTTCCrrGGTCGGCAAGAGGGAGGAGATCCCTGTGAGCAATGTGGCCGAGCTGCTGCACCA 
GGTGTCCATGGGGATGAAGTACCTGGAGGAGAAGAACTTTGTGCACCGTGACCTGGCGGCCCGCAACGTC 
CTGCTGGTTAACCGGCACTACGCCAAGATCAGCGACTTTGGCCTCTCCAAAGCACTGGGTGCCGACGACA 
GCTACTACACTGCCCGCTCAGCAGGGAAGTGGCCGCTCAAGTGGTACGCACCCGAATGCATCAACTTCCG 

60 CAAGTTCTCCAGCCGCAGCGATGTCTGGAGCTATGGGGTCACCATGTGGGAGGCCTTGTCCTACGGCCAG 
AAGCCCTACAAGAAGATGAAAGGGCCGGAGGTCATGGCCTTCATCGAGCAGGGCAAGCGGATGGAGTGCC 
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CACCAGAGTGTCCACCCGAACTGTACGCACTCATGAGTGACTGCTGGATCTACAAGTGGGAGGATCGCCC 
CGACrrrcCTGACCGTGGAGCAGCGCATGCGAGCCTGTTACTACAGCCTGGCCAGCAAGGTGGAAGGGCCC 
CCAGGCAGCACACAGAAGGCTGAGGCTGCCTGTGCCTGAGCTCCCGCTGCCCAGGGGAGCCCTCCACGCC 
GGCTCTTCCCCTlCCCTCAGCCCCACCCCAGGTCrrGCAGTCrrGGCTGAGCCCTGCTTGGTTGTCTCCACA 
5 CACAGCKXMCTCTGGTAGGGGGTGTCTCAGGCCACyVCCGGCCTTGavTTGCCTGCCrrGGCC 

TCTCTTOGCTGGGGAGCAGGGAGGTCCGGaAGGGTGCGGCTGTGCAGCCrrGTCCTGGGCTGGTGGCTCCC^ 
GAGGGCCCTGAGCrcAGGGCATTGCTTAO^CGGATGCCTTCCCCTGGGCCCTGACATTGGAGCCnXK^ 
TCCTCAGGTGGTCAGGCGTAGATCACCAGAATAAACCCAGCTTCCCTCTTGAAAAAAAAAAAAAAAAAAA 
AACC 

10 

>gi 1 18600045 1 ref |XP_047776 . 3 I similar to Tyrosine-protein kinase ZAP-70 (70 
kDa zeta-associated protein) (Syk-related tyrosine kinase) [Homo sapiens] 
(SEQ ID NO: 8) 

MPDPAAHLPFFYGSISRAEAEBHLKLAGMADGLFLLRQCLRSLGGYVLSLVHDVRFHHPPIERQLNGTYA 
1 5 lAGGKAHCGPAELCEFYSRDPDGLPCNLRKPCNRPSGLEPQPGVFDCLRDAMVRDYVRQTWKLEGEALEQ 
AIISQAPQVEKLIATTAHERMPWYHSSLTREEAERKLYSGAQTDGKFLLRPRKEQGTYALSLIYGKTVYH 
YLISQDKAGKYCIPEGTKFDTLWQLVEYLKLKADGLIYCLKEACPNSSASNASGAAAPTLPAHPSTLTHP 
QRRIDTIiNSDGYTPEPARITSPDKPRPMPMDTSVYESPYSDPEELKDKKLFLKRDNLLIADIELGCGNFG 
SVRQGVYRMRKKQIDVAIKVLKQGTEKADTEE^!^IREAQI^IHQIlDNPyIVRIiIGVCQAEALMLVMEMAGGG 
20 PLHKFLVGKREE I PVSNVAELLHQVSMGMKYLEEKNFVHRDLAARNVLLVNRHYAKI SDFGLSKALGADD 
SYYTARSAGKWPLKWYAPECINFRKFSSRSEVWSYGVTMWEALSYGQKPYKKMKGPEVMAFIEQGKRMEC 
PPECPPELYAIiMSDCWIYKWEDRPDFLTVEQRMRACYYSLASKVEGPPGSTQKAEAACA 



25 SYK 

>gi I 479012 |gb|L28824 . 1 IHUMPTK Homo sapiens protein tyrosine kinase (Syk) 
mRNA, complete cds (SEQ ID NO: 9) 

CrCTAAAGGCCGCGGGCCGGCGGCreAGGCCACCCCGGCGGCGGCTGGAGAGCGAGGAGGAGCGGGTGGC 

30 CCCGCGCTGCGCCCGCCCTCGCCrCACCTGGCGCAGGTGGACACCTGCCGAGGTGTGTGCCCTCCGGCCC 
CTGAAGCATGGCCAGCAGCGGCATGGCTGACAGCGCCAACCACCTGCCCriTCTTTTTaK3CAACATCACC 
CGGGAGGAGGCAGAAGATTACCTGGTCCAGGGGGGCATGAGTGATGGGCTTTATTTGCTGCGCCAGAGCC 
GCyyvCTACCItKjGTGGCTTCGCCCTGTCOSTGGCCCACGGGAGGAAGGCyvCACC^ 
GGAGCTGAATGGCACCTACGCCATCGCCGGTGGCAGGACCCATGCCAGCCCCGCCGACCTCTGCCACTAC 

3 5 CACrCCCAGGAGTCTGATGGCCTGGTCTGCCTCCTCAAGAAGCCCTTCAACOSGCCCCAAGGGGTGC^ 
CCAAGACKKXSCCCTrrGAGGATTTGAAGGAAAACCTCATCAGGGAATATGTGAAGCAGACAT^ 
GCAGGGTCAGGCTCTGGAGCyVGGCCATCATCAGTCAGAAGCCTCAGCTGGAGAAGCTGATCGCTACCaVCA 
GCCCATGAAAAAATGCCTTGGTTCCATGGAAAAATCTCTCGGGAAGAATCTGAGCAAATTGTCCTGATAG 
GATCAAAGACAAATGGAAAGTTCCTGATCCGAGCCAGAGACAACAACGGCTCCTACGCCCTGTGCCTGCT 

40 GCACGAAGGGAAGGTGCTGCACTATCGCATCGACAAAGACAAGACAGGGAAGCTCTCCATCCCCGAGGGA 
AAGAAGTTaSACACGCTCTGGCAGCTAGTCGAGCATTATTCTTATAAAGCAGATGGTTTGTTAAGAGTTC 
TTACTGTCCaVTGTCAAAAAATCGGCACACAGGGAAATGTTAATTTTGGAGGCCGTCCACAACnTCCAGG 
TTCCCATCCTGCGACTTGGTCAGCGGGTGGAATAATCTCAAGAATCAAATCATACTCCTTCCCAAAGCCT 
GGCCACAGAAAGTCCTCCCCTGCCCAAGGGAACCGGCAAGAGAGTACTGTGTCATTCAATCCGTATGAGC 

45 CAGAACTTGCACCCTGGGCTGCAGACAAAGGCCCCCAGAGAGAAGCCCTACCCATGGACACAGAGGTGTA 
CGAGAGCCCCTACGCGGACCCCGAGGAGATCAGGCCCAAGGAGGTTTACCTGGACCGAAAGCTGCTGACG 
CTGGAAGAaUVAGAACTGGGCTCTCGTAATTTTGGAACTGTGAAAAAGGQCTACTACCyv^ 
TTGTGAAAACCGTGGCTX3TGAAAATACTGAAAAACGAGGCCAATGACCCCGCTCTTAAAGATGAGTTATT 
AGCAGAAGCAAATGTCATGCAGCAGCTGGACAACCCGTACATCGTGCGGATGATCGGGATATGCGAGGCC 

50 GAGTCCTGGATGCTGGTTATGGAGATGGCAGAACTTGGTCCCCTCAATAAGTATTTGCAGCAGAACAGAC 
ATGTCAAGGATAAGAACATCATAGAACTGGTTCATCAGGTTTCCATGGGCATGAAGTACTTGGAGGAGAG 
CAATTTTGTGCACAGAGATCTGGCTGCAAGAAATGTGTTGCTAGTTACCCAACATTACGCCAAGATCAGT 
GATTTCGGACTTTCCAAAGCy^CTGCGTGCTGATGAAAACTACTACAAGGCCCAGACCCATGGAAAGTGGC 
CTGTCAAGTGGTACGCTCCGGAATGCATCAACTACTACAAGTTCrrCCAGCAAAAGCGATGTCTGGAGCTT 

5 5 TGGAGTGTTGATGTGGGAAGCATTCTCCTATGGGCAGAAGCCATATCGAGGGATGAAAGGAAGTGAAGTC 
ACCGCTATGTTAGAGAAAGGAGAGCGGATGGGGTGCCCTGCAGGGTGTCCAAGAGAGATGTACX3ATCTCA 
TGAATCTGTGCTGGACATACGATGTGGAAAACAGGCCCGGATTCGOVGCAGTGGAACrcCGGCTGCGCAA 
TTACTACTATGACGTGGTGAACTAACCGCTCCCGCACCTGTCGGTGGCTGCCTTTGATCACAGGAGCAAT 
CACAGGAAAATGTATCCAGAGGAATTGATTGTCAGCCACCTCCCTCTGCCAGTCGGGAGAGCCAGGCTTG 

60 GATGGAACATGCCCACAACTTGTCACCCAAAGCCTGTCCCAGGACTCACCCTCCACAAAGCAAAGGCAGT 
CCCGGGAGAAAAGACXK3ATGGCAGGATCCAAGGGGCTAGCTGGATTTGTTTGTTTTCTTGTCTGTGTGAT 
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TTTCATACAGGTTATTTTTACGATCTGTTTCa^TCCCrrTCATGTCTTTCCACTTCT 
GGTGCy^TTTGTTACrCATCGCXSCCCAGGGACATTGCAGAGTGGCCTAGAGa^CTCTCACCCCAAGCGGCC 
TTTTCCAAATGCCCAAGGATGCCTTAGCATGTGACTCCTQAAGGAAGGCAAAGGCAGAGGAATTTGGCT 
CTTCTACGGCCATGAGACTGATCCCTGGCCACTGAAAAGCrriTCCrGACAATAAAAATGTT^ 
5 TAAAAAGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAACTTTAGAGCACA 

>gi I 479013 |gb|AAA36526 .l| protein tyrosine kinase (SEQ ID N0:10) 

MASSGMADSANHLPFFFGNITREEAEDYLVQGGMSDGLYLLRQSRMYLGGFALSVAHGRKAHHYTIEREL 

NGTYAIAGGRTHASPADLCHYHSQBSDGLVCLLIOCPFirePQGVQPKTGPFEDIiKENLIREYVKQTWNLQG 

10 QALEQAIISQKPQLEKLIATTAHEKMPWFHGKISREESEQIVLIGSKTNGKFLIRARDNNGSYALCLLHE 
GKVIiHYRIDKDKTGKLS I PEGKKFDTLWQLVEHYSYKADGLLRVLTVPCQKIGTQGNVNFGGRPQLPGSH 
PATWSAGGIISRIKSYSFPKPGHRKSSPAQGNRQESTVSFNPYEPELAPWAADKGPQREALPMDTEVYES 
PYADPEEIRPKEVYLDRKLLTLEDKEU3SGNFGTVKKGYYQMKKVVKTVAVKILKNEANDPALKDELLAE 
AmT^MLDNPYIVRMIGICEAESWMLVMEMAELGPIJIKYLQQNRHVKDKNIIELVHQVSMGMKYLEESNF 

1 5 VHRDLAARNVLLVTQHYAKISDFGLSKALRADElfrYKAQTHQKWPVKWYAPECINYYKFSSKSDVWSFGV 
LMWEAFSYGQKPYRGMKGSEVTAMLEKGERMGCPAGCPREMYDLMNLCWTYDVENRPGFAAVELRLRNYY 
YDWN 



20 PLCGl 

>gi |4505868|ref |NM_002660.l| Homo sapiens phospholipase C, gamma 1 
(formerly subtype 148) (PLCGl), mRNA (SEQ ID NO:ll) 
GGGGTGCCGCCGCCGCCGTTGCGCTTGCTCCCGGGCXXSTCCTGGCCTGTGC^ 

25 GGAGCC ATGG CGGGCGCCKKXSTCCCCITGCGCCAACXXSCTGCGGGCCCGGCXjCGCCCTCGGACGCCGAGG 
TGCTGCACCTCTGCCXSa^GCCTCGAGGTGGGCACCGTCATGACITTGTTCTACrrcC^ 
ACCraAGCGGAAGACCTTCCAGGTCAAGCTGGAGACGCGCCAGATCACGTGGAGCCGGGGCGCCGACAAG 
ATCGAGGGGGCCATTGACATTCGTGAAATTAAGGAGATCCGCCCAGGGAAGACCTCACGGGACrrTGATC 
GCTATCAAGAGGACCCAGCTTTCCX3GCCGGACCAGTCACATTGCTTTGTC7VTTCT 

30 TCGCCTGAAAACGCTGAGCCTGCAAGCCACATCrrGAGGATGAAGTQAAaVTGTGGATCAAGGGC^ 

TGGCTGATGGAGGATA(^TTGCAGGCACCCACACCCCTGCAGATTGAGAGGTGGCn^CXXjAAGCAGTT^ 
ACrCAGTGGATCXXyVATCGTGAGGATCGTATATCAGCCy^AGGACCTGAAGAACATGCTGTCCa\GGTa^ 
CTACCXXSGTCCCCAACATGCGCTTCCrCCGAGAGOMCroACGGACCTGGAGCAGCGCAGCGGGGACATC 
ACCTACGGGCAGTTTGCTCAGCTGTACCGCAGCCTCATGTACAGCGCCCAGAAGACGATGGACCTCC 

3 5 TCTTGGAAGCCAGTACTCTGAGGGCTGGGGAGCGGCCGGAGCTTTGCC^GTGTCCCTTCCIXyVGT^ 

GCAGTTCCTTCTTGACTACC7VGGGGGAGCTGTGGGCTGTTGATCGCCTCCAGGTGCAGGAGTTCATGCT 
AGCTTCCTCCGAGACCCCITACXJAGAGATCGAGGAGCCATACrrTCTTCCTGGATGAGrrTGTCACCT^ 
TGTTCTCCAAAGAGAACyVGTGTGTGGAACTCGCAGCTGGATGCAGTATGCCCGGACACCATGAACAACCC 
TCTTTCCCyiCTACTGGATCTCCTCCTCGCACAACACGTACCTGACCGGGGACCAGTTCTCCAGTGAGTCC 

40 TCCTTCGAAGCCTATGCTCGCTGCCTGCGGATGGGCTGTCGCTGCATTGAGTTGGACrcCTGGGAra 

CGGATCGGATGCCAGTTATTTACCyVTGGGCACACCCTTACCACCAAGATCAAGTTCTCyVGATGTCCTGC^ 
CACCATCAAGGAGCATGCCTTTGTGGCCTCAGAGTACCCAGTCATCCTGTCCATTGAGGACCACTGCAGC 
ATTGCCOiGCAGAGAAACATGGCCCAATACTTCAAGAAGGTGCTGGGGGACACACTCCTCACCAAGCCCG 
TGGAGATCTCTGCCGACGGGCTCCCCTCACCCAACCAGCTTAAGAGGAAGATCCTCATCAAGCACAAGAA 

45 GCTGGCTGAGGGCT^GTGCCrACGAGGAGGTGCCTACT^TCCATGATGTACTCTGAGAACGACATCAGCAAC 
TCTATCAAGAATGGCy^TCCTCTACCIXKJAGGACCCTGTGAACCACGAATGGTATCCCCACTACTTTGT^ 
TGACCAGCAGCAAGATCTACTACTCTGAGGAGACCAGCAGTGACCAGGGCAACGAGGATGAGGAGGAGCC 
CAAGQAGGTCAGCAGCAGCACAGAGCTGCACTCCAATGAGAAGTGGTTCCATGGGAAGCTAGGGGCAGGG 
CGTGACGGGCGTCACATCGCrGAGCGCCTGCn'ACTGAGTACTGCATCGAGACCGGAGCCCCTGACGGCT 

5 0 CCTTCCnrGTGCGAGAGAGTGAGACCTTCGTGGGCGACTACACGCTCTCTTTCTGGCGGAACGGGAAAGT 
CCAGCACTGCCGTATCCACTCCCGGCAAGATGCTGGGACCCCCAAGTTCriTCTTGACAGACAACCTCGTC 
TTTGACTCCCTCrrATGACCTCATCACGCACTACCAGCAGGTGCCCCTGCGCrGTAATGAGTTTGAGATGC 
GACTTTCAGAGCCTGTCCCACAGACCAACGCCCACGAGAGCAAAGAGTGGTACCACGCGAGCCTGACCAG 
AGCACy^CTGAGCAOVTGCTAATGCGCGTCCCTCGTGATGGGGCCrTCCTGGTGCGGAAGCGGAATGAA 

5 5 CCCAACTCATATGCCATCTCTTTCCGGGCTGAGGGCAAGATCAAGCATTGCCGTGTCCAGCAAGAGGGCC 
AGACAGTGATGCTAGGGAACTCGGAGTTCGACAGCCTTGTTGACCTCATCAGCTACTATGAGAAACACCC 
GCTATACCGCAAGATGAAGCTGCGCTATCCCATCAACGAGGAGGCACTGGAGAAGATTGGCACAGCTGAG 
CCTGACTACGGGGCCCTGTATGAGGGACGCAACCCTGGCrTCTATGTAGAGGCAAACCCTATGCCAACTT 
TCAAGTGTGCAGTCAAAGCCCTCTTTGACTACAAGGCCCAGAGGGAGGACGAGCTGACCTTCATCAAGAG 

60 CGCCATCATCCAGAATGTGGAGAAGCAAGAGGGAGGCTGGTGGCGAGGGGACTACGGAGGGAAGAAGCAG 
CTGTGGTTCCCATCAAACTACGTGGAAGAGATGGTCAACCCCGTGGCCCTGGAGCCGGAGAGGGAGCACT 
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TGGACGAGAACAGCCCCCTAGGGGACrTGCTGCGGGGGGTCTTGGATGTGCCGGCTTGTCAGATTGCCAT 
CCGTCCTGAGGGCJUVGAACAACOKKriCTTCGTCnTCrCCATCAGCATGGCGTCGGTGGCCCACT^ 
CTGGATGTTGCTGCCGACTCACAGGAGGAGCTGCAGGACTGGGTGAAAAAGATCCGTGAAGTGGCCCAGA 
CAGCAGACGCCAGGCTCACTGAAGGGAAGATAATGGAACGGAGGAAGAAGATTGCCCTGGAGCTCrC^ 
5 ACTTGTCGTCTACTGCCGGCCTGTTCCCrrTTGATGAAGAGAAGATTGGCACAGAACGTGCI^^ 

GACATGTCATCCTTCCCGGAAACCAAGGCTGAGAAATACGTGAACAAGGCCAAAGGCAAGAAGTTCCTTC 
AGTACAATCGACTGCAGCTCTCCCGCATCTACCCCAAGGGCCAGCGACTGGATTCCTCCAACTACGATCC 
TTTCCCCATGTGGATCTGTGGCAGTCAGCTTGTOGCCCTCAACTTCCAGACCCCTGACAAGCCTATGCAG 
ATGAACCAGGCCCTCrrCATGACX^CAGGCyiCTGTGGCTACGTGCTGCAGCCAAGCACCATGCGGGATG 

1 0 AGGCCTTCGACCCCTTTGACAAGAGCAGCCTCCGCGGGCrrGGAGCCATGTGCCATCTCTATTGAGGTGCT 
GGGGGCCCGAOlTCrcCCAAAGAATGGCCGAGGCATTGTGTGTCCrrTrTGTGGAGATTGAGGTGGC^^ 
GCTGAGTATGACAGCyVCCAAGCAGAAGACAGAGTTTGTGGTGGACAATGGACrrCAACCCTGTATGGCCAG 
CCAAGCCCTTCCACTTCCAGATCAGTAACCCTGAATITGCCriTTCTGCXjCTTCGTGGTGTATGAGGA^ 
CATGTITAGTGACCAGAATTTCCTGGCTCAGGCTACTTTCCCAGTAAAAGGCCTGAAGACAGGATACAGA 

1 5 GCAGTGCCTTTGAAGAACAACTACAGTGAGGACCTXKSAGTTGGCCTCCCTGCTGATCMGAT^ 

TCCCTGCCAAGGAGAATGGTGACCTCTVGTCCCTTCAGTGGTACGTCCCnxjaSGGAGCGGGGCTCAGATC 
CrCAGGCCy^GCTGTTTCATGGCCGAGCCCGGGAAGGCrCCTTTGAATCCCGCTACCAGCAGCCGTTTC 
GACTTCCGCATCTCCCAGGAGCATCrCGC7«lACCATTTTGACAGTCGAGAACGAAGGGCCCCAAGAAGGA 
CTCGGGTCAATGGAGACAACCGCCTCTAGTTGTACCCCAGCCTCXSTTGGAGAGCAGCTVG^ 

20 CTTGTAGAATGCCGCGAACTGGGTTCTITGGAAGCAGCCCCCTGTGGCGGCCTTCCGGGTC 

GAAGCCTGGATTCCAGCAGTGAATGCTAGACAGAAACCAAGCCATTAATGAGATGTTATTACrcTTTTGG 
GCCTCCATGCCCCAGCTCTGGATGAAGGCAAAAACTGTACTGTGTTTCGCATTAAGCAC7VCACATCI<^ 
CCTGACTTCTGGAGATGGATCCTTCCATCTTCTGGGGCCAGGACCATGGCCGAAGCCCCrrTGGAGAGAGA 
GGCTGCCTCyiGCCAGTGGCACy^GGAGACTCCy^GGAGCTACTGACATTCCTAAGAGTGGAGGAGGAGG^ 

25 GAGCCTTGCTGGGCCAGGGAAACyUiAGTTTACATTGTCCTGTAGCTTTAAAACCACAGCTGGGC^ 

>gi I 4505869 1 ref |NP_002651. l| phospholipaBe C, gamma 1 (formerly subtype 
14 8) [Homo sapiens] (SEQ ID NO: 12) 

MAGAASPCANGCGPGAPSDAEVLHLCRSI.EVGTVMTLFYS KKSQRPERKTFQVKLETRQ I TWSRGADKI E 

30 GAIDIREIKEIRPGKTSRDFDRyQEDPAFRPDQSHCFVILYGMEPRLKTLSLQATSEDEVNMWIKGLTWL 
MEDTLQAPTPLQIERWLRKQFYSVDRNREDRISAKDLKNMLSQVNYRVPNMRFLRERLTDLEQRSGDITY 
GQFAQLYRSLMYSAQKTMDLPFIiEASTLRAGERPELCRVSLPEFQQFLIiDYQGELWAVDRLQVQEFMLSF 
LRDPIiREIEEPYFFlI)EFVTFLFSKENSVWNSQLDAVCPDTMNNPLSHYWISSSHNTYLTGDQFSSESSL 
EAYARCLRMGCRC I ELDCWDGPDGMPVI YHGHTLTTKI KFSD VLHT IKEHAFVASEYPVILS I EDHCS I A 

35 QQRNMAQYFKKVIXSimiLTKPVEISADGLPSPNQLKRKILIKHKKLAEGSAYEEVPTSMMYSENDISNSI 
KNGILYLEDPVNHEWYPHYFVLTSSKIYYSEETSSDQGNEDEEEPKEVSSSTELHSNEKWFHGKLGAGRD 
GRHIAERLLTEYCIETGAPDGSFLVRESETFVGDYTLSFWRNGKVQHCRIHSRQDAGTPKFFLTDNLVFD 
SLYDLITHYQQVPLRCNEFE^mLSEPVPQTNAHKSKEWYHASLTRAQAEHMLMRVPRDGAFLVRKRNEPN 
SYAISFRAEGKIKHCRVQQEGQTVMLGMSEFDSLVDLISYYEKHPLYRKMKLRYPINEEALEKIGTAEPD 

40 YGALYEGRNPGFYVEANPMPTFKCAVKALFDYKAQREDELTF I KSAI I QNVEKQEGGWWRGDYGGKKQLW 
FPSNYVEEMVNPVALEPEREHLDEMSPLGDLLRGVLDVPACQIAIRPEGKNNRLFVFSISMASVAHWSLD 
VAADSQEELQDWVKKIREVAQTADARLTEGKIMERRKKIALELSELWYCRPVPFDEEKIGTERACYRDM 
SSFPETKAEKYVNKAKGKKFLQYNRLQLSRIYPKGQRLDSSNYDPLPMWICGSQLVAUJFQTPDKPMQMN 
QALFim3RHCX3YVLQPSTMRDEAFDPFDKSSLRGLEPCAISIEVLGARHLPKNGRGIVCPFVEIEVAGAE 

45 YDSTKQKTEFWDNGLNPVWPAKPFHFQISNPEFAFLRFWYEEDMFSDQNFLAQATFPVKGLKTGYRAV 
PLKNNYSEDLELASLLIKIDIFPAKENGDLSPFSGTSLRERGSDASGQLFHGRAREGSFESRYOQPFEDF 
R I SQEHLADH FDS RERRAPRRTRVNGDNRL 



50 PAG 

>gi I 7682683 |gb| AF240634 . 1 1 AF240634 Homo sapiens phosphoprotein associated 
with GEMS (PAG) mRNA, complete cds (SEQ ID NO: 13) 

ATGGGGCCCGCGGGGAGCCTGCTGGGCAGCGGACAGATGCAGATCACCCTCTGGGGAAGTCTGGCTGCTG 
5 5 TCGCCATTTTCTTCGTCATCACCTTCCTCATCrrTCCTGTGCTCTAGTTGTGACAGGGAAAAGAAGCCGCG 
ACAGCATAGTGGGGACCATGAGAACCTGATGAACGTGCCTTCAGACAAGGAGATGTTCAGCCGTTCAGTT 
ACTAGCCTGGCAACAGATGCTCCrcCCAGCAGTGAGCAGAATGGGGCACTCACCAATGGGGACATTCTTT 
CAGAGGACAGTACTCTGACCTGCATGCAGCATTACGAGGAAGTCCAGACATCGGCCTCGGATCTGCTGGA 
TTCCCAGGACAGCACAGGGAAACCAAAATGTCATCAGAGTCGGGAGCTGCCCAGAATCCCTCCCGAGAGC 
60 GCAGTGGATACCATGCTCACGGCGAGAAGTGTGGACGGGGACCAGGGGCTGGGGATGGAAGGGCCCTATG 
AAGTGCTCAAGGACAGCTCCTCCCJU^GAAAACATGGTGGAGGACTGCTTGTATGAAACTGTGAAAGAGAT 
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CMGGAGGTGGCTOCAGCTGCACACCTGGAGAAAGGCCACAGTGGCAAGGCAAAATCTACTTCrccCTCG 
AAAGAGCTCCCAGGGCCCCAGACTCAAGGCAAAGCTGAGTTTGCrrGAATATGCCrrCGGTGGACAGAAAC^ 
AAAAATGTCGCCTUkAGTGTTAATGTAGAGAGTATCCTTGGAAATTCATGTGATCCAGAAGAGGAGGCCCC 
ACCACCTGTCCCTGTTAAGCTTCTGGACGAGAATGAAAACCTTCAGGAGAAGGAAGGGGGAGAGGCGGAA 
5 GAGAGTGCCACAGACAaSACCAGTGAAACTAACAAGAGATTTAGCTCATTGTCATACAAGTCTCGGGAAG 
AAGACCCCACTCTCACAGAAGAAGAGATCTCAGCTATGTACTCATCAGTAAATAAACCTGGACAGTTAGT 
GAATAAATCGGGGCAGTCGCTTACAGTTCCGGAGTCCACCTACACCTCCATTCAAGGGGACCCACAGAGG 
TCACCCTCCTCCTGTAATGATCTCTATGCTACTGTTAAAGACriTCGAAAAAACTCCAAACAGCACACrTC 
CACCAGCAGGGAGGCCCAGCGAGGAGCCAGAGCCTGATTATGAAGCGATACAGACTCTCAACAGAGAGGA 
1 0 AGAAAAGGCCACCCTGGGGACCAATGGCCACCACGGTCTCGTCCCAAAGGAGAACGACTACGAGAGCATA 
AGTGACTTGCAGCAAGGCAGAGATATTACCAGGCTCTAG 

>gi I 7682684 |gb| AAF67343 . 1 1 AF240634_1 phosphoprotein associated with GEMs 
[Homo sapiens] (SEQ ID NO: 14) 

15 MGPAGSLLGSGQMQITIiWGSLAAVAIFFVITFLIFLCSSCDREKKPRQHSGDHENLMNVPSDKEMFSRSV 
TSLATDAPASSEQNGALTNGDILSEDSTLTCMQHyEEVQTSASDLLDSQDSTGKPKCHQSRELPRIPPBS 
AVDTMLTARSVDGDCX3LGMEGPYEVLKDSSSQENMVEDCLYETVKEIKEVAAAAHLEKGHSGKAKSTSAS 
KELPGPQTEGKAEFAEYASVDRNKKCRQSVNVESILGNSCDPEEEAPPPVPVKLLDENENLQEKEGGEAE 
ESATDTTSETNKRFSSLSYKSRBEDPTLTEEEISAMYSSVNKPGQLVNKSGQSLTVPESTYTSIQGDPQR 

20 SPSSCNDLYATVKDFEKTPNSTLPPAGRPSEEPEPDYEAIQTLNREEEKATLGTNGHHGLVPKENDYESI 
SDLQQGRDITRL 



SHP/PTPIC 

25 

>gi|3578l|eiiib|X62055.l|HSPTPlC H. sapiens PTPIC mHNA for protein-tyrosine 
phosphatase IC (SEQ ID NO: 15) 

CAAGAAGACGGGGATTGAGGAGGCCTCAGGCGCCTTTGTCTACCTGCGGCAGCCGTACTATGCCACX3AGG 
GTGAATGCX3GCTGACATTGAGAACCGAGTGTTGGAACTGAACAAGAAGCAGGAGTCCGAGGAGGAAGTGG 

3 0 CTGATTACTGAGCGGTTCTrCCrrCACCTGGCTTGGGCCACTGTGCACAGCTGTGCCGCTGGCT 

GCCCCCTGCGGCCCTCCGCCGTGGCTTCCCCCTCCCTACAGAGAG ATG CTGTCCCGTGGGTGGTTTCACC 
GAGACCTCAGTGGGCTGGATGCAGAGArcCTGCTCAAGGGCCGAGGTGTCCACGGTAGCTTCCTGGCTCG 
GCCCAGTCGCAAGAACCaVGGGTGACTTCTCGCrCTCCGTaiGGGTGGGQGATCT^GGTGACCCATATTCGG 
ATCaiGAACTCAGGGGATTTCTATGACCrGTATGGAGGGGAGAAGTTTQCGACTCTGACAGAG(^^ 

3 5 AGTACTACACTCAGCAGCAGGGTGTCCTGCAGGACCXSCGACGGCACCyVTCATCCACCTCAAGTACCCGCT 
GAACTGCTCCXy^TCCCACTAGTGAGAGGTGGTACCATGGCCACATGTCTGGCGGGCAGGCAGAGACGCTG 
CTGCAGGCCAAGGGCGAGCCCTGGACX3TTTCTTGTGCBTGAGAGCCTCAGCCAGCCTGGAGACTTCGTGC 
TTTCTOTGCTCAGTGACCAGCCCT^GGCTGGCCCAGGCTCCCCGCTCAGGGTCACCCACATCAA 
GTGCTSAGGGTtXlACXSCTACACAGTGGGTGGTTTGGAGACCrrTCGACAGCCTCACGGACCrGGT;^ 

40 TTaUVGAAGACGGGGATTGAGGAGGCCTCAGGCGCCTTTGTCrACCTGCGGCAGCCGTACTATGCCAC^ 
GGGTGAATGCGGCTGACATTGAGAACCGAGTGTTGGAACTGAACAAGAAGCAGGAGTCCGAGGATACAGC 
CAAGGCTGGCTTCrcGGAGGAGTTTGAGAGTTTGCAGAAGCAGGAGGTGAAGAACT^ 
GAAGGGCAGCXSGCCAGAGAACAAGGGCAAGAACCGCTACAAGAACATTCTCCCCrTTGACCACAGCCGAG 
TGATCCTGCAGGGACGGGACAGTAACy^TCCCCGGGTCCGACTACATCAATGCCAACTACATCAAGAACCA 

45 GCTGCTAGGCCCTOATGAGAACGCrrAAGACCTACATCGCCAGCCAGGGCTGTCTGGAGGCCACGGTCa^ 
GACTTCTGGCAGATGGCGTGGCAGGAGAACAGCCGTGTCATCGTCATGACCACCCGAGAGGTGGAGAAAG 
GCCGGAACaUVATGCGTCCCyVTACTGGCCCGAGGTGGGCATGCAGCGTGCTTATGGGCCCTACTCTGTGAC 
CAACTGCGGGGAGCATGACACAACCGAATACAAACTCCGTACCTTACAGGTCTCCCCGCritKSACAAT^^ 
GACCTGATTCGGGAGATCKMCATTACCAGTACCTGAGCTGGCCCGACCATGGGGTCCCCAGTGAGCCTG 

50 GGGGTGTCCrrCAGCITCCTGGACCAGATCAACCAGCGGCAGGAAAGTCTGCCTCACGCAGGGCCCATCAT 
CGTGOVCTGCAGCGCCGGCATCGGCCGCACAGGCACCATCATTGTCATCGACATGCTCATGGAGAACATC 
TCCACCAAGGGCCriXK3ACTGTGACATTGACATCCAGAAGACCATCCAGATGGTCaX3GCGCAGCGCTCGG 
GCATGGTGCAGACGGAGGCX3CAGTACAAGTTCATCTACGTGGCCATCGCCCAGTTCATTGAAACCACTAA 
GAAGAAGCTGGAGGTCCTGCAGTCXSCAGAAGGGCCAGGAGTCGGAGTACGGGAACATCACCTATCCCCCA 

5 5 GCCATGAAGAATGCCCATGCCAAGGCCTCCCGCACCTCGTCCAAACACAAGGAGGATGTGTATGAGAACC 
TGCACACTAAGAACAAGAGGGAGGAGAAAGTGAAGAAGCAGCGGTCAGCAGACAAGGAGAAGAGCAAGGG 
TTCCCTCAAGAGGAAGTGAGCGGTGCrGTCCTCAGGTGGCCATGCCTCAGCCCTGACCCTGTGGAAGCA 
TTCXKXSATGGACy^GACTCACAACCTGAACCTAGGAGTGCCCCATTCTTTTGTAATTTAAATGGCTGCATC 
CCCCCCACCTCTCCCTGACCCTGTATATAGCCCAGCCAGGCCCCAGGCAGGGCCAACCCTTCTCCTCTTG 

60 TAAATAAAGCCCTGGGATCACTGAAAAAAAAAAAAAA 
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>gi I 35782 |emb (CAA43982 . 1 1 protein-tyrosine phosphatase IC [Homo sapiens] 
(SEQ ID NO: 16) 

MLSRGWFHRDLSGLDAETLLKGRGVHGSFLARPSRKNQGDFSLSVRVGDQVTHIRIQNSGDFYDLYGGEK 
FATLTELVEryYTQQQGVLQDRDGTIIHLKYPLNCSDPTSERWYHGHMSGGQAETLLQAKGEPWTFLVRES 
5 LSQPGDFVLSVLSDQPKAGPGS PLRVTHI KVMCEGGRYTVGGLETFDSLTDLVEHFKKTG lEEASGAFVY 
LRQPYYATRVNAADIKNRVLELNKKQESEDTAKAGFWEEFESLQKQEVKNLHQRLEGQRPENKGKNRYKN 
ILPFDHSRVILQGRDSNIPGSDYINANYIKNQLLGPDENAKTYIASQGCLEATVHDFWQMAWQENSRVIV 
MTTREVEKGRNKCWYMPEVGMQRAYGPYSVTNCGEHDTTEYKLRTLQVSPLDNGDLIREIWHYQYLSWP 
DHGVPSEPGGVLSFIiDQINQRQESLPHAGPIIVHCSAGIGRTGTIIVIDMLMENISTKGLDCDIDIQKTI 
1 0 QMVRAQRSGMVQTEAQYKFIYVAIAQFIETTKKKLEVLQSQKGQESEYGNITYPPAMKNAHAKASRTSSK 
HKEDVYENLHTKNKREEKVKKQRSADKEKSKGSLKRK 



CSX 

15 

>gi [4758077 I ref |NM_0043B3 . 1 1 Homo sapiens c-src tyrosine kinase (CSK) , mRNA 
(SEQ ID NO: 17) 

TCCGGGGCGGCCCCCGGCAGCCAGCGCGACGTTCCAAAATCGAACCTCAGTGGCGGCGCTCX3GAAGCGGA 
ACTCTGCCGGGGCCGCGCCGGCTACATTGTTTCCTCCCCCCGACTCCCTCCCGCCCCCTrCCCCCGCCTT 

20 TCTTCCCTCCGCGACCCGGGCCGTGCX3TCCGTCCCCCTGCCTCTGCCTGGCGGTCCCTCCTCCCCTCTCC 
TTGCACCCATACCTCTTTGTACCGCACCCCCTGGGGACCCCTGCGCCCCTCCCCTCCCCCCTGACCGCAT 
GGACCGTCCCGCAGGCCX3CTGATGCCGCCCGCGGCGAGGTGGCCCGGACCGCAGTGCCCCAAGAGAGCTC 
TAATGGTACCAAGTGACAGGTTGGCTTTACTGTGACTCGGGGACGCCAGAGCTCCTGAGAAG ATG TCAGC 
AATACAGGCCGCCTGGCCATCCGGTACyVGAATGTATTGCCAAGTACAACTTCCAaMCTVCTGCCGAGCAG 

25 GACCTGCCCTTCTGCAAAGGAGACGTGCTCACCATTGTGGCCGTCACCAAGGACCCCAACrGGTACAAAG 
CCAAAAACAAGGTGGGCCGTGAGGGCATCATCCCAGCCAACTACGTCCAGAAGCGGGAGGGCGTGAAGGC 
GGGTACCAAACTCAGCCTCATGCCTTGGTTCaVCGGCAAGATCACACGGGAGCAGGCTGAGCGGCTTCTG 
TACCaSCCGGAGACAGGCCTGTTCCTGGTGCGGGAGAGCACCAACTACCCCGGAGACTACACGCTGTGCG 
TGAGCTX303ACGGCAAGGTGGAGCACTACCGCyVTCATGTACCATGCCAGCAAGCTCAGCATCGACGAGGA 

3 0 GGTGTACriTTGAGAACCTCATGCAGCrKXJTGGAGCACrrACACCTCAGACGCAG ATGGACTC^ 

CTCATTAAACCAAAGGTCATGGAGGGCACAGTGGCGGCCCAGGATGAGTTCTACCGCAGCGGCTGGGCCC 
TGAACATGAAGGAGCTGAAGCTGCTGCAGACCATCGGGAAGGGGGAGTTCGGAGACGTGATGCTGGGCGA 
TTACCGAGGGAACAAAGTCGCCGTCAAGTGCATTAAGAACGACGCCACTGCCCAGGCCTTCCTGGCTGAA 
GCCTCAGTCATGACGCAACTGCGGCATAGCAACCTGGTGCAGCTCCTGGGCGTGATCGTGGAGGAGAAGG 

3 5 GOKSGCTCTACTVTCXjTCACroAGTACATGGCCy^GGGGAGCCTTGTGGACTACCrGCGGTCT 

GTCAGTGCTGGGCGGAGACTGTCTCCTCAAGTTCTCGCTAGATQTCTGCGAGGCCATGGAATACCTGGAG 
GGCAACAATTTCGTGCATCGAGACCTGGCTGCCCGCAATGTGCTGGTGTCTGAGGACAACGTGGCCAAGG 
TCAGCGACTTTGGTCTCACCAAGGAGGCGTCCAGCACCCAGGACACGGGCAAGCTQCCAGTCAAGTGGAC 
AGCCCCTGAGGCCCTGAGAGAGAAGAAATTCTCCACTAAGTCTGACGTGTGGAGrrrCGGAATCCTTCTC 

40 TGGGAAATCTACTCCTTTGGGCGAGTGCCTTATCCAAGAATTCCCCTGAAGGACGTCGTCCCTCGGGTGG 
AGAAGGGCTACAAGATGGATGCCCCCGACGGCTGCCCGCCCGCAGTCTATGAAGTCATGAAGAACTGCTG 
GCACCTGGACGCCGCCATGCGGCCCTCCTTCCTACAGCTCCGAGAGCAGCTTGAGCACATCAAAACCCAC 
GAGCTGCACCTG TGA CGGCTGGCCTCCGCCTGGGTCATGGGCCTGTGGGGACTGAACCTGGAAGATCATG 
GACCTGGTGCCCCTGCTCACTGGGCCCGAGCCTGAACTGAGCCCCAGOSGGCTGGCGGGCCITTTTCCTG 

45 CGTCCCAGCCTCCACCCCrCCGGCCCCGTCTCTCITGGACCCACCTGTGGGGCCTGGGGAGCCCACTGAG 
GGGCCAGGGAGGAAGGAGGCCACGGAGCGGGCGGCAGCGCCCCACCACGTCGGGCTTCCCTGGCCTCCCG 
Ca^CTCGCCTTCTTAGAGTTTTATTCCTTrCCTTTTTTGAGATTTTTTTTCCGTGTC 
ATTTTTCAAGATAAGGAGAAAGAAAGTACCCAGCAAATGGGCATTTTACAAGAAGTACGAATCTTATTTT 
TCCTGTCCTGCCCGTGAGGTGGGGGGGACCGGGCCCCTCTCTAGGGACCCCTCGCCCCAGCCTCATTCCC 

5 0 CATTCTGTGTCCCATGTCCOjTGTCTCCrrCGGTCGCCCCGTGTTTGCGCTTGACCATGTTGCACTGTTT^ 
CATGCGCCCGAGGCAGACGTCTGTCy^GGGGCTTGGATTTCGTGTGCCGCnxrcy^CCCGCCCUiCCCGCCTT 
GTGAGATGGAATCGTAATAAACCACGCCATGAGGAAAAAA 

>gi [4758078 |ref |NP_004374 . 1 1 c-src tyrosine kinase [Homo sapiens] (SEQ id 
55 NO:18) 

MSAIQAAWPSGTECI AKYNFHGTAEQDLPFCKGDVLTI VAVTKDPNWYKAKNKVGREGI I PANYVQKREG 
VKAGTKLSLMPWFHGKITREQAERLLYPPETGLFLVRESTNYPGDYTLCVSCDGKVEHYRIMYHASKLSI 
DEEVYFENLMQLVEHYTSDADGLCTRLIKPKVMEGTVAAQDEFYRSGWALNMKELKLLQTIGKGEFGDVM 
LGDYRGNKVAVKCIKNDATAQAFLAEASVMTQLRHSNLVQLLGVIVEEKGGLYIVTEYMAKGSLVDYLRS 
60 RGRSVLGGDCLLKFSLDVCEAMEYLEGNNFVHRDLAARNVLVSEDNVAKVSDFGLTKEASSTQDTGKLPV 
KWTAPBALREKKFSTKSDVWSFGILLWEIYSFGRVPYPRIPLKDWPRVEKGYKMDAPDGCPPAVYBVMK 
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NCWHLDAAMRPSFLQLREQLEHIKTHELHL 



DUcleolln (NCL) 

5 

>gi |4885510 I ref |NM_005381 . 1 1 Homo sapiens nucleolin (NCL), mRNA (SEQ ID 
NO: 19) 

CTTCGGGTGTACX3TGCTCCGCK3ATCTTCAGCACCCGCGGCCGCCATCGCCX3TCGCTTGGCTTCTrCT^ 
CTCATCTGCGCCACTTGTCCGCTTCACACTCCGCCGCCATC ATG GTGAAGCTCGCGAAGGCAGGTAAAAA 

1 0 TCAAGGTGACCCCAAGAAAATGGCTCCTCCTCCAAAGGAGGTAGAAGAAGATAGTGAAGATGAGGAAATG 
TCAGAAGATGAAGAAGATGATAGCAGTGGAGAAGAGGTCGTCATACCTCAGAAGAAAGGCAAGAAGGCTG 
CTGCAACCri^GCy^GAAGGTGGTCGTTTCCCCyVACAAAAAAGGTTGCAGTTCCCyVCACCaVGC 
AGCAGCTGTCACTCCAGGCAAAAAGGCAGCAGCAACACCTGCCAAGAAGACAGTTACACCAGCCAAAGCA 
GTTACCACACCTGGCAAGAAGGGAGCCACACCAGGCAAAGCy^TTGGTAGCyVACrCCTGGTAAGAAGGGTC 

1 5 CTGCCATCCCAGCCAAGGGGGCAAAGAATGGCAAGAATGCCAAGAAGGAAGACAGTGATGAAGAGQAGGA 
TGATGACAGTGAGGAGGATGAGGAGGATGACGAGGACGAGGATGAGGATGAAGATGAAATTGAACCAGCyv 
GCGATGAAAGCAG<»QCTGCTGCCCCrrGCCTCAGAGGATGAGGACGATGAGQATGACGAAGATGATGAGG 
ATGACGATOACGATGAGGAAGATGACTCTGAAGAAGAAGCTATGGAGACTACACCAGCCAAAGQAAAGAA 
AGCTGCy^AAAGTTGTTCCrcTGAAAGCCAAGAAOSTGGCTGAGGATGAAGATGAAGAAGAGGATGAI^ 

20 GACGAGGATGACGACGACGACGAAGATGATGAAGATGATGATGATGAAGATGATGAGGAGGAGGAAGAAG 
AGGAGGAGGAAGAGCCTGTCAAAGAAGCACCTGGAAAACGAAAGAAGGAAATGGCCAAACAGAAAGCAGC 
TCCTGAAGCCAAGAAACAGAAAGTGGAAGGCyvCAGAACCGACTACGGCTTTCAATCTCTTTGTTGGAAAC 
CTAAACTTTAACyU^TCTGCTCCTGAArrAAAAACrrGGTATCAGCGATGTTTTTGCTAAAAAT^ 
CTGTTGTGGATGTCAGAATTGGTATGACTAGGAAATTTGGTTATGTGGATTTTGAATCTGCTGAAGACOT 

25 GGAGAAAGCGTTGGAACTCACTGGTTTGAAAGTCTTTGGC7VATGAAATTAAACTAGAGAAACCAAAAGGA 
AAAGACAGTAAGAAAGAGa3AGATGCGAGAACACTTTTGGCTAAAAATCTCCCTTACAAAGTCACTCAGG 
ATGAATTGAAAGAAGTGTTTGAAGATGCnX3CGGAGATCAGArrAGTCAGCAAGGATGGGAAAAGTAAAGG 
GATTGCTTATATTGAATTTAAGACAGAAGCTGATGCAGAGAAAACCriTTGAAGAAAAGCAGGGAAC^ 
ATCGAIXXXSCGATCTATTTCCCTGTACTATACTGGAGAGAAAGGTCAAAATCAAGACTATAGAGGTGGAA 

30 AGAATAGCACTTGGAGTGGTGAATCAAAAACTCTGGTTTTAAGCAACCTCTCCTACAGTGCAACAGAAGA 
AACTCTTCAGGAAGTATTTGAGAAAGCAACTTTTATCAAAGTACCCCAGAACCAAAATGGCAAATCTAAA 
GGGTATGCATTTATAGAGTTTGCTTCATTCGAAGACGCrAAAGAAGCTTTAAATTCCTGTAATAAAAGQG 
AAATTGAGGGCAGAGCAATCAGGCTGGAGTTGCAAGGACCCAGGGGATCACCTAATGCCAGAAGCCAGCC 
ATCCJUUU^CTCTGTTTGTCAAAGGCCrroTCTGAGGATACCACTGAAGAGACAT^ 

3 5 GGCTCCGTTCGGGCAAGGATAGTTACrcACCGGGAAACTGGGTCCTCCAAAGGGTTTGGTTTTGTAGACT 
TCAACAGTGAGGAGGATGCCAAGGAGGCCATGGAAGACGGTGAAATTGATGGAAATAAAGTTACCTTGGA 
CTGGGCCAAACCTAAGGGTGAAGGTGGCTTOXXXMTCGTGGTGGAGGCAGAGGCGGCTTTGGAGGA 
GGTGGTGGTAGAGGAGGCCGAGGAGGATTTGGTGGOVGAGGCCGGGGAGGCriTTGGAGGGCGAGGAGGCT 
TXrCGAGGAGGCAGAGGAGGAGGAGGTGACCACAAGCCACAAGGAAAGAAQACGAAGTTTGAATAGC^ 

40 GTCCCTCrcCTTTCCCTTTTCCATTTGAAAGAAAGGACTCTGGGGTTTTTACTGTTACCrroA^ 

AGAGCCTTCTOAGGACATTCCAAGACAGTATACAGTCCTGTGGTCTCCrrTGGAAATCCGTCrrAGTTAACA 
TTTCAAGGGCAATACCGTGTTGGTTTTGACTGGATATTCATATAAACTTTTTAAAGAGTTGAGTGATAGA 
GCTAACCCTTATCrroTAAGTTTTGAATTTATATTGTTTCATCCCATGTACAAAACCATTTTlTC 

45 >gi |488551l| ref |NP_005372 . l| nucleolin [Homo sapiens) (SEQ ID N0:20) 

MVKLAKAGKNQGDPKKMAPPPKEVEEDSEDEEMSEDEEDDSSGEEWIP(}KKGKKAAATSAKKVWSPTK 
KVAVATPAKKAAVTPGKKAAATPAKKTVTPAKAVTTPGKKGATPGKALVATPGKKGAAIPAKGAKNGKNA 
KKEDSDEEEDDDSEEDEEDDEDEDEDEDEIEPAAMKAAAAAPASEDEDDEDDEDDEDDDDDEEDDSEEEA 
METTPAKGKKAAKWPVKAKNVAEDEDEEEDDEDEDDDDDEDDEDDDDEDDEEEEEEEEEEPVKEAPGKR 

5 0 KKEMAKQKAAPEAKKQKVEGTEPTTAFNIiFVGNLNFNKS APELKTG I SDVFAKNDLAWDVR IGMTRKFG 
YVDFESAEDLEKALELTGLIC/FGNE I KLEKPKGKDSKKERDARTLLAKNLPYKVTQDELKBVFEDAAE I R 
LVSKDGKSKGIAYIEFKTEADAEKTFEEKQGTEIDGRSISLYYTGEKGQNQDYRGGKNSTWSGESKTLVL 
SNLSYSATEETLQBVFEKATFIKVPQNQNGKSKGYAFIEFASFEDAKEALNSCNKREIEGRAIRLELQGP 
RQSPNARSQPSKTLFVKGLSEDTTEETLKESFDGSVRARIVTDRETGSSKGFGFVDFNSEEDAKEAMEDG 

55 EIDGNKVTLDWAKPKGEGGFGGRGGGRGGFGGRGGGRGGRGGFGGRGRGGFGGRGGFRGGRGGGGDHKPQ 
GKKTKFE 



SLAP 

60 
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>gi |5804883 |emb| AJ238592 . 1 |hSA238592 Homo sapiens SLAP gene promoter region 
(SEQ ID N0:21) 

AATTCTCTCCCCGTCTGTCCTCTGAATATAGGTTATACATACACGAAATTrACy^ATAGATGTTGGCTAAA 
GTGAGTAATTCAGOUUVTACGTAATGAACATTGTTTTGTTCrGGGCCTGGAAAACAGAGAAAAAAGAGTG 
5 TTTAGCITTGAACTCCTTGAGGGTAGGGCCTAGTCTTGCCTGGCACATAGTACAGTTACATACATAGCGT 
CTGGCAOVCAGTGAGTGCrrAACAAAATTTGTTGAATGAATAACTGAATGAATGTATGGAGCAC^^ 
ATGCTTGAATAAATGACAATATTCTTGGACTCGAGACrrCTTGATGGATTAGAAGAAAAAGGTGTGTGAA 
TCACTOAGGAACAGTATGGAAAATGGTTGAGAGAGGAATGGTTAGGGTGGTGGAGGAGCAGGGAAGACAT 
GGAAGCGAACTCACAATACAGTCCTCCCrGGCTGGGCCTCrroTTGTGAGAAGTCCACCTCCTGCTC 

1 0 TCTACTGTCCITAGGCAGCTCGTGGCTCACATGCTCCCACCCCAGTTCTTGACAGCAAACTGCTCCT^ 
TTAAGATGCAGCTCACAGGCTCCCCATACTGTAGCTTCCAAGCCCrAATTCCCAGGGACrrCCrroAAC^ 
CCACAGACCAGTTCCrrCTTCTTGGGTCACGTGTATGATGGTGGAGAGGAAGGATGGGTGACACAGCCACC 
CAAAGGAGCCTTGCTACACAGCAGCrrcrTAGATGTGTACCAGAGAGCACAGGCAGACGTGCTGCAGAGC 
TGAGTCCACACAAAAGCAGGAAAACCAACTGCCCTCAGGGCAGCACTTTACAACCCAAGAAAGAACAACC 

1 5 TTCACACGTGTCITATTTTGGGATGGGTATGATCCAGTGGTTCTCAACTGGGGGCAATTT^ 
GGGCACATTTGACAATTrCTGGGACATTTTTGGTTGTOVTGACTTGGAGGGGTGCGGGGGGCT 
TCTAGGGGGTCAGGTCCAGAGATGCTGTGGCACT^TCCTCCAATGCACAGGTCAGCCCTGCAACrCTGCCG 
CACACACACACATACAAACACACACyVCACACACTVCACyvCACACATACTlCACCAGAGAATGCCCTG^^ 
AAATGTCCAAAGTGCTCAGGCTGAGACCCCGCTTGGGGTTACTGAAAACAGAGGCCTAAGATTTGAGTCA 

20 CCTGTCTAGOjTGGCATCGGGCTTCAGCCCrroCCGTCTCTGGTTGGGCCCAGGGCCAACACCTC^ 
ATCCCCCTGCTCTGGCACAGCCCAGGCITTGGGATAGCACAGTGCCCAGTATGAGGAACy^CT^^ 
CCTACTAAGTTTCCTCGGTTACTCCAGGAGGCGAAAGGGAGGGTCATAAACACCCTGGGCTGGGGGTCGG 
GGGAGGTTAGCAGCAACCCTCCAGTCACCCAATGAGCCaVCTGGAaVAAAACAGAGAAGAGCCTGCGGCCC 
TGACCTCCAGGGCTCTGCATCCTGCCTTTCTCCTTCTTCTGTAGCTTCTCCTGTGAACGGG^ 

25 ACAGGAACCCACTOTATGGGCCTCTCTCTTGTCTGCCTCTGCCTCTCACTrGAACATCrrTTAGC^ 
TGT(nTTCCC7AAAA L " lTrf AAAGCTroTQTGAAACCAGCAGTCCCTTCTGCGC^ 

GGCTTGTCCCTlGGGCrrGGCTTCCriTTCCrrCCTACAGTTCTCAGCCTAATGATATCTCTAGAGAGAGCCCA 
TCCy^CCCGACGACTGGCCACCTGTGCAAAGTAGCACATCTGCGCCCCTCGGTCCCATCAACCCATTGAGT 
TTCTTTGATGGGTCXSCCATAATTGATAGTCACATATTCAGTCTTTCCCATAGGACrrCCrCCTAGGGGAA 
30 TAGTAGAATCTGCTGTGTAGTACATATTCAAATAACCGCO^CCCCATAATGTTCTTTCTAGTTCT^^ 
CGTGACCOiCACTTTGCACCAAGTCGCCATGTCTCTGTAGTCCCCTTTAAATTAAGTTAAGTACAGGGAA 
GGGCAGGGCTTTTGCAGTTGTTTTTTITTTTTTTT^^ 

CTTGCTCAATAAAGTCTTACTAAAGAAATGACAGGGAATAAATTCAGAGCTTCATCTGTACTAGATTCn 
TCTTGGTAAGTGTCTATTAAAAAGTCATCACAAAACTCATACCrCTGACTATCAGTCTAAAGCrCI^^ 

3 5 CTCCTCTGTGTGAATTTGGGGGAAAATCTCCACTTCrGCATATTTCTGCCTATCCaSTCT^ 
GCAAACTGCCCACTCAGTCTTTTGOU^TAGTTCCTTTGTACCTTCCCAGCATGCTCn'C^^ 
TTTTCAO^AGTTGTCTAAGGAACCATCTCn'CTAGTGCAGAGTGCCTGCCTGCTAAATTTAGAAGCAGCCC 
TGAGGGTTTTGATTCATCTTTGCT^AACTACCCCAAGTGAGGTTTCCAAATGACTGTCCCAGGGT^ 
GTCAGCCTCACTGGACTGGGGCCTGGGTCACCGGCCGTAGATTCTGGCCCroGCTCTTCTTT^^ 

40 CTGTGTGACTGTGGACAGATCACTCAAGTCTCTGATGCTCTGTCCACTCroTGAGGTGTGAGGGGC^ 

AGGGGCTCTGAGGGCCATCCCAGTGTGGTTACCTGGCATTCCAAGCTCAAGCAGGCAATTCCCAGGCAAT 
CTTGGGGTCAGCATTCCAGAAATTTTACCTGTTTCATCAATAAGCrrCTCAAGCCCCATGTGCCTC 
CTCrcCTTGAGACrCaVCGTACTGTAAGTAGGGAGATTTTATATGCAATATTTACATAATGTATAACATAT 
ACAACATACATTTTATAATATATAACyvTAAAGACACAa3TATTTTAACATCAAACTCACCAAAAACrrTGC 

45 AAGAGTAGAAOUVTGCJVCACCTATATCCCCTTCACCTAGGCTCACCAAGTATTAACATTTTGTCCCGTTT 
GCCriTCriXmrrCCCTCATTCrrcrrTCCTGTGTCTTGATATATAGATGTAGATGTATTAGGT^^ 
ATGATTGTGGTTTTTGCCATTACTTCTATGGCAGAAACCACAATAACrrTTTGTGCCAA 
AGATATAGGGATGCAGCrrTTCTTTTAACAAACTCTTTGAAAGATATAGCCGTO^TGATAT^ 
TCITGGTTACaSCATGTCCCCTAAGAACrAGACGTTCTCCCGCATAACCACACTATTATTACCATGTCCA 

5 0 AGAAACTTAAGACTGGAACAGTATTATOUVCTGTGCAGTATATATTCAAACy^CTGCCATCTCATAATGT 
TCTTTCTAGTTTTTTTCCCTTGACGCACACATTGGCACCAAGTCATTGTGTCTCT^ 
CTCAAAGCATTGCTCTGGGGTCCATTCGGO^GTAACAGAAGGAAGCTGCAAAAATTGGGAAACCGAAATC 
AGAGAAGCTGCAGCTCTTAGCCACAGCCTTCGTGGGCCCAGAGAGCTCTGGGGATGTACAAGAGCAAATT 
CACAGCCCCATTGATTTGCCTTTTAATTAGAGAAAGAAGACCAAGCTTCTGAAATCCCAGAATCTAGAGT 

5 5 TAAGCKKKCATATTCTCAAATGCTTTGTAAAAAAATTAATAACCCATCTATCTTCCCAGTCCTTGCAGA 
GAGAAGCTTGCTCAGAGTGGTTACTGAAAACAGGAACCTGCCCTTCTGCAAGCCCTGTGCCTTCCTCGTT 
CCTAGCAGAGGAAGTATGC6GCCAGTTTAGCAACTGCAGTTCTTCTGTGTAGCATGGGCTGCTTCTCCAC 
AACCGCGAGAGGCCCGGCroCCTGTTTATTCTGGAGCAGCAGCAGTTGACAGACGGAGAGGCAGTGACTC 
TGCACCaVGCAATCCCTCTGCAGACAGCTCCCACAGGAGTCATGCCCAGTGTGTGAAGGTATTTTGGGGG 

60 GATGTGGCAGAGATGGGGTGGGGAGAGACTTCAGGGCCTCTTCAACACGCAGTTGGCAGGGGTTGACTTT 
CTGGAGTCAGAAAGGAGCTCCCTGAGAACAGGTGGGGCAATGTCTTGAGAGAAGCCCy^GCCCCCAACCrc 
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GTGCCCAGCACyVCTGCAGTGGCTCAGTGGGTGTTGGATGCATAATTCTGTGGAGAGAAGGGCTGGAGGAG 

aVGGGGCAGGATGCrrccCAGAGGAGACATTCTCGCCAAAAAGGCTTGTACTTAGCAGGCTTCT^ 

GACAATTGGGATTTGCCATCAGAATT 

5 

>gi 1 5803170 I ref |NM_006748 . 1 1 Homo sapiens Src-like-adaptor (SLA), itiRKA (SEQ 
ID NO: 22) 

GGCTCTGGGCATCACCAGCGGCCCCAGGGAAAAAGAAAGAAATGGGAAACAGC ATG AAATCCACCCCTGC 
GCCTGCCGAGAGGCCCCTGCCCAACCCGGAGGGACTGGATAGCGACTTCCTTGCCGTGCTAAGTGACTAC 

1 0 CCX3TCrCCTGACATCAGCCCCCa3ATATTCCGCCGAGGGGAGAAACTGCGTGTGATTTCTGATGAAGGGG 
GCTGGTGGAAAGCTATTTCTCTTAGCACTGGTCGAGAGAGTTACATCCCrrGGAATATGTGTGGCCyvG^^ 
TTACCATGGCTGGCTGTTTGAGGGCCTGGGCAGAGACAAGGCCGAGGAGCTGCTCCAGCnSCC^ 
AAGGTCXMSCTCCTTCATGATaVGAGAGAGTGAGACCAAGAAAGGGlTTTACTCACTGTCGGTOAGACACA 
GGCAGGTAAAGCATTACa3CATTTTCCGTCTGCCGAACAACTGGTACTACATTTCCCC«AGGCTCACCIT 

1 5 CCAGTGCCTGGAGGACCTGGTGAACCACTATTCTGAGGTGGCTGATGGCCrGTGCTGTGTGOT 
CCCTGCCTGACACAAAGCACGGCIXX:CCCy^GCAGTGAGGGCCTCCAGCrCACCTGTC^ 
AGACTGTGGACTGGAGGAGAGTGTCCAGACTGCAGGAGGACCCCGAGGGAACAGAGAACCCGCTTGGGGT 
AGACGAGTCCCTTTTCAGCTATGGCCTTCGAGAGAGCATTGCCTCTTACCTGTCCCTGACCAGTGAGGAC 
AACACCTCCTTTGATCGAAAGAAGAAAAGCATCTCCCTGATGTATGGTGGCAGCAAGAGAAAGAGCTCAT 

20 TCTTCTCATCACCACCTTACriTTOAGGACTAGCCAAGAACAGAaVCAATGGTTCATGCC 

GAAGTTCCAACTATTGCCTGGGATCTTGCGAAAAGCGAGGTTCCCTCATCCCTGGGAGCCTCACGTATTT 
TAGAAGCCAAGAGAAGCCACATGGAGACTCAAATTCGCATCTTCTCTATCCACATCATGACCAAAGGAAC 
CCCTCCCTGGTGTCraATCAGGGCrreTGGCATCaVCAAAACATTGGATaVTGACATGTCGGGC^ 

gaaaagcccagctvtgtatgtatgcacacattgtgtgtgtgggaaggaauu^gccactcrcacaagaaa^ 

25 gcaccaggactgctctccaaggaactggacctgtccagacagttacactccaaggtavttggagagaact 
tctgtatgggcaagcctgagagggagaggaaacaaaagctgtgtcctggcagaaggtctgggtttgcaga 
tgggtgccctgaatggaactactttaactaatccatagggacttctggtatgcttrcctcrrcntttaaa 
ggaacttcgtgaavctaaacattagcccaaaggacttcttagccttcaattgggagatacctt^ 
ctcctgcaccaaagccatatgggtggaagtcy^gttggcctcccttsgttcrccagagggccagaag^ 

30 gagagaggaagactgctggcagggaaatcx3aggaggcgagactagaactgcaccagcttccctgatgtct 
gcagccy^tggcittgcagcgcaaacagaacrtctcrrgggatgctgg^ 
aagtattcatttattgccosaataggcattgcattaagtcctctgttaggtgtcaggcaagccaaa 
aaaaaaagatgctaagtcctaacccccaacagaagtgttcacagtgtagacgggaaaaaatgtataaaca 
aatgtgtaaaaagagaaatcagctcatggcttaggatggaattagagacaggtgagggacactcaggagc 

35 tcattttccagctgctcttcagagtggaagggctggctggatcgggtaggtaagaatagctggatttttt 
agaaaagaaatggatacagtctaaagaattaactcacccggtactttattctaagaagggtctggcatcc 
atatgaggaaaaatgctcagcrcctvggaaagatggggagtccaagtggattaatgatgtcatgcataatt 
ttaagagacaagggagaaaacacaatgtatagccagagaaggagaagctcccatccaaatcctactagga 
agagagtgggctgcagatgaatctgtgactcatgtttccctgtttouuvgggatcctggggaaggagc^ 

40 aacatgcitccagtatctctccctgtctgtctgcrrcacyitaagcy^ttccgtccatctaagctcatto 

tactggtatgtgtatgtgcagttacacagtttcctgtatcataaatcctagtgtgtttatacaaggagac 
atctgtggtttccccaaccx3ttccaaaaggctatttcaaaggaaccagcccacgtatgagaaatgaatgt 
aacactgtggacattgacttcccgcataaggcagggtgaccccctgaactccagatgtttgcacagtatc 
ttatgtgttgttrtcajttgtgacgaatgtgattggaacatttggggagcacccagagggatttttc^ 

45 gggaagcattacj^cittgctaaatcatgtatttattcctxsattaaaacaaacctaataaatattt;^ 

TTGGC 

>gi|580317l|ref |NP_006739.l| Src-like-adaptor; Src-like-adapter [Homo 
sapiens] (SEQ ID NO -.23) 
50 MGNSMKSTPAPAERPLPNPBGLDSDPLAVLSDYPSPDISPPIFRRGEKLRVISDEGGWWKAISLSTGRES 
yiPGICVARVYHGWLFEGLGRDKAEELLQLPDTKVGSFMIRESETKKGFYSLSVRHRQVKHYRIFRLPNN 
WYYISPRLTFQCLEDLVNHYSEVADGLCCVLTTPCLTQSTAAPAVRASSSPVTLRQKTVDWRRVSRLQED 
PEGTENPLGVDESLFSYGLRESIASYLSLTSEDNTSFDRKKKSISLMYGGSKRKSSFFSSPPYFED 

55 

PAX2 

>gi I 4505598 1 ref |NM_002577 . 1 1 Homo sapiens p21 (CDKNIA) -activated kinase 2 
(PAK2) , mRNA (SEQ ID NO:24) 
60 GACCTTGGCTTGCCCgGGGCCATTTCATAATTCTGAATCATGTCTGATAACGGAGAACTGGAAGATAAGC 
CTCCAGCACCTCCTGTGCGAATGAGCAGCACCATCTTTAGCACTGGAGGCAAAGACCCTTTGTCAGCCAA 



72 



wo 03/029277 



PCT/US02/31618 



TCACAGTTTGAAACCTTTGCCCTCTGTTCCAGAAGAGAAAAAGCCCAGGCATAAAATCATCTCCATATTC 
TCAGGCACAGAGAAAGGAAGTAAAAAGAAAGAAAAGGAACGGCCAGAAATTTCrccrcCATCTC^TTTTG 
AGCACACCATCCATGTTGGCTTTGATGCTGTTACTGGAGAATTCACTGGCATGCCAGAACyVG^^ 
ATTACTACAGACCTCCAATATCACCTUVACTAGAGCAAAAGAAGAATCCTCAGGCrroTGCrGGATGTCCTA 
5 AAGTTCrAaSACTCCAACACAGTGAAGCAGAAATATCrcAGCTTTACTCCTCCrrc 

CTTCTGGAACGCCAGCACTGAATGCCAAGGGAACAGAAGCACCCGCAGTAGTGACAGAGGAGGAGGATGA 
TGATGAAGAGACTGCTCCTCCCGTTATTGCCCCGCGACCGGATCATACGAAATCAATTTACACACGGTCT 
GTAATTGACCCTGTTCCTGCACCAGTTGGTGATTCACATGTTGATGGTGCrcCCAAGTCTTTAGACAAAC 
AGAAAAAGAAGCCTAAGATGACAGATGAAGAGATTATGGAGAAATTAAGAACTATCGTGAGCATAGGTGA 

1 0 CCCTAAGAAAAAATATACAAGATATGAAAAAATTGGACAAGGGGCTTCTGGTACAGTTTTCACrrcCTACT 
GATCTTGCACTGGGAOVGGAGGTTGCTATCAAACAAATTAATTTACAGAAACAGCCAAAGAAGGAACTGA 
TCATTAACGAGATTCK3GTGATGAAAGAATTGAAAAATCCCAACATCGTTAACTTTTTGGACAGTTA 
GGTAGGAGATQAATTGTTTOTGGTCATGGAATACCTTGCTGGGGGGTCACrrCACTGATC 
ACAGCTTGCATGGATGAAGCACAGATTGCTGCTGTATGCAGAGAGTGTTTACAGGCATTGGAGT^ 

1 5 ATGCTAATCAAGTGATCCACAGAGACATCAAAAGTGACAATGTACITTTGGGAATGGAA^^ 
GCrCACTCACrrTTGGTTTCTXSTGCCCAGATaVCCCCTGAGCyVGAGCAAAroCAGTACC^ 
CCATACKKjATGGCACCAGAGGTGGTTAO^CGGAAAGCTTATGGCCCrrAAAGTCGACATATGGT 
GTATCATGGCTATTGAGATGGTAGAAGGAGAGCCTCCATACCrrCAATGAAAATCCCriTGAGGGCCTTGTA 
CCTAATAGCAACTAATGGAACCCCAGAACTTCAGAATCCAGAGAAACTTTCCCCAATATTTCGGGATT^ 

20 TTAAATCGATGTTTGGAAATGGATGTGGAAAAAAGGGGTTCAGCCAAAGAATTATTACAGCATCCTTTCC 
TGAAACTXMCCAAACCGTTATCTAGCTTGACACCACTGATCATGGCAGCTAAAGAAGCAATGAAGAGTAA 
CCGTTAAO^TCACTGCTGTGGGCTCATACTCTTTTrTCCATTTTCTACA^ 

AATGATGACTCrrGTTGGGGGTTTAAAGAAATGGTCrKK:ATAAC(nX3AATGAAAGAAGGAAATGACT 
TCTGAAGACyWlCCAAQAGAAAATTGGAAAAGACAAGGTATGACTTTGTTATGAACCCCTGCTTT^ 
25 TCCAGGAAGGGATTTGTGGGACTTGAATTCACTAGGCrTAGGTCTTTCy^GGAAACAGGCTATCAGGC^^ 
TTTATCATGTGTGAGATTGGATTCTACTTGGGTGATTTGGTGGATAGACCCATGAATGGCCCCTG^ 
TTTCAATCTTGGATTGGAGGTGGGGGTTTCAGAGTGTTGCCACGTCTAGCTCCTCTCCC 

>gi|4505599|ref (NP_002568. l| p21 (CDKNIA) -activated kinase 2; novel serine 

30 kinase; hPAK65 (Homo sapiens] (SEQ ID N0:25) 

MSDNGELEDKPPAPPVRMSSTIFSTGGKDPLSANHSLKPLPSVPEEKKPRHKIISIFSGTEKGSKKKEKE 
RPEISPPSDFEHTIHVGFDAVTGEFTGMPEQWARLLQTSNITKLEQKIQJPQAVLDVLKFYDSNTVKQKYL 
SFTPPEKDGLPSGTPALNAKGTEAPAWTEEEDDDEETAPPVIAPRPDHTKSIYTRSVIDPVPAPVGDSH 
VIXSAAKSLDKQiaaCPKfmJEEIMEKLRTIVSIGDPKKKYTRyEKIGQGASGTVFTATDVALGQEVAIKQI 

35 KLQKQPKKELIINEILVMKELKNPNIVNFLDSYLVGDELFWMEYLAGGSLTDWTETACMDEAQIAAVC 
RECLQALEFLHANQVIHRDIKSDNVLLGMEGSVKLTDFGFCAQITPEQSKRSTMVGTPYWMAPEWTRKA 
YQPKVDIWSLGIMAIEMVEGEPPYUJENPLRALYLIATNGTPELQNPEKLSPIFRDFLNRCLEMDVEKRG 
SAKELLQHPFLKLAKPLSSLTPLIMAAKEAMKSNR 

40 

TCPTP/PTPH2 

>gi |18104978 I ref |NM_002828 . 2 1 Homo sapiens protein tyrosine phosphatase, 
non-receptor type 2 (PTPN2), transcript variant 1, mRNA (updated 1/10/02) 

45 (SEQ ID NO: 26) 

GCTCGGGCGCCGAGTCTGCGCGCTGACGTCCGACGCTCCAGGTACTTTCCCCACGOCCGACAGGGCTTGG 
CGTGGGGGOMXXSCGCGGCGCGCAGCGCGCATGCGCCraCAGCGCCAGCGCTCTCCCCGGATCGTGCGGGG 
CCTGAGCCTCTCCGCCGGCGCAGGCTCTGCTCGCGCCAGCTCGCTCCCGCAGCC ATG CCCACCACCATCG 
AGCXXK3AGTTCGAAGAGTTGGATACTCAGCGTCX3CTGGCAGCCGCTGTAerTGGAAATTa3AAATGAGTC 

50 CCATGACTATCCTCATAGAGTGGCCAAGTTTCCAGAAAACAGAAATCGAAACAGATACAGAGATGTAAGC 
CCATATGATCACy^GTCGTGTTAAACTGCyUUUTGCTGAGAATGATTATATTAATOCCAGTTTAGTTGACA 
TAGAAGAGGCACAAAGGAGTTACATCTTAACACAGGGTCCACTTCCTAACACATGCTGCCATTTCTGGCT 
TATGGTTTGGCAGCAGAAGACCAAAGCAGTTGTCATGCTGAACCGCATTGTGGAGAAAGAATCGGTTAAA 
TGTGCACAGTACTGGCCAACAGATGACCAAGAGATGCTGTTTAAAGAAACAGGATTCAGTGTGAAGCTCT 

5 5 TGTCAGAAGATGTGAAGTCGTATTATACAGTACATCTACTACAATTAGAAAATATCAATAGTGGTGAAAC 
CAGAACAATATCTCACTTTCATTATACTACCrGGCCAGATTTTGGAGTCCCTGAATCACCAGCTTCATTT 
CTCAATTTCTTGTTTAAAGTGAGAGAATCTGGCTCCTTGAACCCTGACCATGGGCCTGCGG 
GTAGTGCAGGCATTGGGCGCTCKKJCACCTTCTCTCTGGTAGACACTTGTCTTGTTTTGAT^ 
AGATGATATTAACATAAAACAAGTGTTACTGAACATGAGAAAATACCGAATGGGTCTTATTCAGACCCCA 

60 GATCAACrnSAGATTCrCATACATGGCTATAATAGAAGGAGCaAAATGTATAAAGGGAGATTCTAGTATAC 
AGAAACGATGGAAAGAACTTTCTAAGGAAGACTTATCTCCTGCCTTTGATCATTCACCAAACAAAATAAT 
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GACTGAAAAATACAATGGGAACAGAATAGGTCTAGAAGAAGAAAAACTGACAGGTGACCGATGTACAGGA 
CTTTCCTCTAAAATGCAAGATACAATGGAGGAGAACAGTGAGAGTGCTCTACGGAAACGTATTCGAGAGG 
ACAGAAAGGCCACCACAGCTCAGAAGGTGCAGCAGATGAAACAGAGGCTAAATGAGAATGAACGAAAAAG 
AAAAAGGTGGTTATATTGGCAACCTATTCTCACTAAGATGGGGTTTATGTCAGTCATTTTGGTTGGC^ 
5 TTTGTTGGCTGGAGACTGTTTTTTCAGCAAAATGCCCTATAAACAA 

CACTAGTAACTOACAGTGCTACATTAATCATAGGGGTTTGTCTGCAGCAAACGCCTCATATCCCAAAAAC 
GGTGCAGTAGAATAGACATCAACCAGATAAGTGATATTTACAGTCACAAGCCCAACATCTCAGGACTCTT 
GACTGCAGGTTCCTCTGAACCCCAAACTGTAAATGGCTGTCTAAAATAAAGACATTCATGTTTGTTAAAA 
ACTGGTAAATTTTGCAACTGTATTCATACATGTCAAACACAGTATTTCACCTGACCAACATTGAGATATC 

1 0 CTTTATCACAGGATTTGTTTTTGGAGGCTATCTGGATTTTAACCTGCACTO 

GTGGTTTTATCTACGTTATTGGAAAGAAAATGACATTTAAATAATGTGTGTAATGTATAATGTACTATTG 
ACATGGGCATCAACACTTTTATTCTTAAGCATTTCAGGGTAAATATATTTTATAAGTATCTATTTAATCT 
TTTGTAGTTAACTGTACTTTTTAAGAGCTCAATTTGAAAAATCTGTTACTAAAAAAAAAAATTGTATGTC 
QATTGAATTGTACTGGATAa^TTTTCCATTTTTCTAAAAAGAAGTTTGATATGAGCAGTTAGAAGTTC^ 

1 5 ATAAGCAATTTOTACrATATATTGCATTTCITTTATGTTTTACAGTTTTCCCC^ 

AAACT^GAAACaU^GTTTTTCCTAAAAATATCTTrGAAGGAAAATTCTCCTTACT^ 
AAACAGTTGGTCAAGACTTTGTAAAGAAATTGGTTTCrGTAAATCCCATTATTGATATGTTTATT^^ 
TGAAAATTTCAATGTAGTTGGGGTAGATTATGATTTAGGAAGCAAAAGTAAGAAGCAGCATTTTATGATT 
CATAATTTCAGTTTACTAGACTGAAGTTTreAAGTAAACACTTTTCAGTTTCTTT^ 

20 GTATGATTATATGCAAACCTTAAAAAA 

>gi I 4506290 I ref |NM_002828. 1 1 Homo sapiens protein tyrosine phosphatase, 
non-receptor type 2 (PTPN2) , mRNA (SEQ ID N0:27) 

GGGGGGCCTGAGCCTCTCCGCCGGCGCAGGCTCTGOTCGCGCCAGCTCGCTCCCGCAGCCATCCCCACCA 

25 CCATCXJAGCGGGAGTTCGAAGAGTTGGATACTCAGraTCGCIXXSCAGCOSCTGTACTTroGAA^ 

TGAGTCCCATGACTATCCTCATAGAGTGGCCAAGTTTCCAGAAAACAGAAATCGAAACAGATACAGAGAT 
GTAAGCCCATATGATCACAGTCGTGTTAAACTGCAAAATGCTGAGAATGATTATATTAATGCCAGTTTAG 
TTGACATAGAAGAGGCACAAAGGAGTTACATCTTAACACAGGGTCCACrrTCCTAACACATGCTGCaVTTT 
CTGGCITATGGTTTGGCAGCAGAAGACCAAAGCAGTTGTCATGCnGAACCGCATTGTGGAGAAAG;^ 

30 GTTAAATGTGCACAGTACTGGCCAACAGATGACCAAGAGATGCTGTTTAAAGAAACAGGATTCAGTGTGA 
AGCrCTTGTCAGAAGATGTGAAGTCGTATTATACAGTACATCTACTACAATTAGAAAATATCAATAGTGG 
TGAAACCAGAAGAATATCTCACTTrCATTATAOTACCTGGCCAGATTTTGGAGTCCCTGAATOVCCAGCT 
TCATTTCTCAATTTCTTGTTTAAAGTGAGAGAATCTGGCTCCTTGAACCCTGACCATGGGCCTGC^ 
TCCACTGTAGTGCAGGCATTGGGCXICTCrGGCACCTTCTCTCTGGTAGACyvCTTC 

35 AAAAGGAGATGATATTAACATAAAACAAGTGTTACTGAACATGAGAAAATACCGAATGGGTCTTATTCAG 
ACCCCAGATCAACTGAGATTCTCATACATGGCTATAATAGAAGGAGCAAAATGTATAAAGGGAGATTCTA 
GTATACAGAAACGATGGAAAGAACTTTCTAAGGAAGACrTATCTCCTGCCTTrcATCATTCAC 
AATAATGACTGAAAAATACAATGGGAACAGAATAGGTCTAGAAGAAGAAAAACTGACAGGTGACCGATGT 
ACAGGACTTTCCTCTAAAATGCAAGATACAATGGAGGAGAACAGTGAGAGTGCTCTACGGAAACGTATTC 

40 GAGAGGACAGAAAGGCCACCACAGCTCAGAAGGTGCAGCAGATGAAACAGAGGCTAAATGAGAATGAACG 
AAAAAGAAAAAGGTGGTTATATTGGCAACCTATTCTCACTAAGATGGGGTTTATGTCAGTCATTTTGGTT 
GGCGCITTTGTTGGCTGGAGACTGTTTTTTCAGCAAAATGCCCrrATAA^ 

CrrCTGCACTAGTAACTGACAGTGCTACyVTTAATCATAGGGGTTTGTCrrcCAGCAAACGCCrCATA 

aaaaacggtgcagtagaatagacatcaaccagataagtgatatttacagtcacaagcccaacatctcagg 
45 actcitgacrocaggttcctcrreaaccccaaactgtaaatggctgtctaaaataaagacattc^ 
ttaaaaactggtaaattttgcaactgtattcatacatgtcy^aacacagtattrcacctg^ 
gatatccittatcacaggaritgttittggaggctatcixx3attttaacc^ 
aatattgtggttttatctacgttattggaaagaaaatgacatttaaataatgtgtgtaatgtataatgta 
ctattgacatgggcatcaacacttttattcttaagctvtitcagggtaaatatattttat;^ 
50 taatcttttgtagttaactgtacittttaagagctcaatttgaaaaatctgrractaaaa 

tatgtcgattgaattgtactggatacattttccatttttctaaaaagaagtttgatatgagcagttagaa 
gttggaataagcaatttctactatatattgcatttcrrtttatgttttacagttttcccca 
aaaagcaaacaaagaaacaaaagtttttcctaaaaatatctttgaaggaaaattctccttactgggatag 
tcaggtaaacagttggtcaagactttgtaaagaaattggtttctgtaaatcccattattgatatgtttat 
5 5 ttttcatgaaaatttc aatgtagttggggtagattatgatttaggaagcaaaagtaagaagcagcatttt 
atgattcataatttcagtttactagactgaagttttgaagtaaaccc 

>gi I 4506291 1 ref |NP_002B19 . 1 1 protein tyrosine phosphatase , non-receptor 
type 2, isoform 1; T-cell protein tyrosine phosphatase [Homo sapiens] (SEQ 
60 ID NO:28) 

MPTTIEREFEELDTQRRWQPLYLEIRNESHDYPHRVAKFPENRNRNRYRDVSPYDHSRVKLQNAENDYIN 
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ASLVDIEEAQRSYILTQGPLPNTCCHFWLMVWQQKTKAWMLNRIVEKESVKCAQYWPTDDQEMLFKETG 
FSViaLSEDVKSYTrVHLLQLENINSGETRTISHPHYTTWPDFGVPESPASFliNFLFKVRESGSLNPDHG 
PAVIHCSAGIGRSGTFSLVDTCIiVLMEKGDDINIKQVLLNMRKYRMGLIQTPDQLRFSYMAIIEGAKCIK 
GDSSIQKRWKELSKEDL.SPAFDHSPNKIMTEKyNGNRIGLEEEKLTGDRCrrGLSSKMODTMEENSESALR 
5 KRIREDRKATTAQKVQQMKQRLNENERKRKRWLYWQPILTKMQFMSVILVGAFVGVfRLPFQQNAL 



BD61 

10 >gi I 22041681 1 ref |XM_001499 . 9 I Homo sapiens endothelial differentiation, 
sphingolipid G-protein-coupled receptor, 1 (EDGl) , mRNA (SEQ lDNO:29) 
TAAGTTTGCGAGAGCACTACGCAGTCAGTCGGGGGCAGCAGCAAGATGCGAAGCGAGCCGTACAGATCCC 
GGGCTCTCCGAACGCAACTTCGCCCTGCTTGAGCGAGGCroCGGTITCCGAGGCCCTCTCCAGCCAAGGA 
AAAGCTACACAAAAAGCCTGGATCACTCATCGAACCACCCCTGAAGCCAGTGAAGGCTCTCTCGCCTCGC 

1 5 CCTCTAGCGTTCGTCrrGGAGTAGCGCCACCCCGGCTTCCTGGGGACACAGGGTTGGCACC AlXX X3GC 

CCAGCGTCCCXJCTGGTCAAGGCCCACCGCAGCTCGGTCTCTGACTACGTCAACTATGATATCATCGTCCG 
GCATTACAACTACACGGGAAAGCTGAATATCy^GCGCGGACAAGGAGAACAGCATTAAACTGACCTCGGTG 
GTGTTCATTCTO^TCrGCTGCrTTATCATCCrcGAGAAaVTCITTGTCT^ 

AGAAATTCCACCGACCCATGTACTATTTTATTGGCAATCTGGCCCTCTCAGACCTGTTGGCAGGAGTAGC 

20 CTACACAGCTAACCTGCTCTTGTCrGGGGCCACCyVCCTACAAGCTCACrCCCGCCCAGTGGTTTCTC 

GAAGGGAGTATGTTTCTGGCCCrGTCAGCCTCCGTGTTCAGTCTCCrrCGCCATCGCCATTGAGCGCTATA 
TCACAATGCTGAAAATGAAACTCCACAACGGGAGCAATAACTTCCGCCTCTTCCTGCTAATCAGCGCCTG 
CTGGGTCATCTCCCTCATCCTGGGTGGCCTGCCTATCATGGGCrGGAACTGCATCAGTGaSCTQTC^ 
TGCTCCACCGTGCTGCCGCTCTACCACAAGCACTATATCCTCTTCTGCy^CCACGGTCTTCACTCTGCTTC 

25 TGCTCTCCATCGTCATTCTGTACTGCAGAATCTACrCCTTGGTCAGQACTCGGAGCCGCCGCCTGACGTT 
COJCAAGAAClATTTCCAAGGCCAGCCGavGOTCrroAGAAGTCGCTGGCGCrrGCT 
GTCCTCAGCGTCTTCATCXSCCTGCrreGGaVCCGCTCTTCATCCTGCrCCTGCTGGATG^ 
TGAAGACCTGTGACy^TCCTCTTCAGAGCGGAGTACrrTCCTGGTGTTAGCrrcTGCrrCAACrCCGGCaVC 
CCCCATCT^TTTACACTCTGACCAACAAGGAGATGCGTCXJGGCCTTCATCCGGATaVTGTCCTGCTC 

30 TGCCCGAGCGGAGACTCTGCTGGCAAATTCAAGCGACCCATCATCX3CCGGCATGGAATTCAGCCGCAGCA 
AATCGGACT^TTCCTCCCACCCCOlGAAAGACGAAGGGGAaVACCCyVGAGACCyVTTATGTCriTCr^ 
CGTCAACTCTTCITCC rrAGA ACrrGGAAGCTGTCCACCCACCGGAAGaSCTCTTTACTT^ 
CCCCAGTGTTTGGAAAAAAATCTCTGGGCrTCGACTGCrcCCAGGGAGGAGCTGCTGCAAGCC^ 
GGAAGGGGGAGAATACGAACAGCCIXX3TGGTGTCGGGTGTTGGTGGGTAGAGTTAGTTCCTGTGAACAAT 

3 5 GCACTGGGAAGGGTGGAGATCAGGTCCCGGCCIXKjAATATATTTTCTACCCCCCrrGGAGC^^ 

CACTGAGCCAAAGGTCTAGCATTGTCAAGCTCCTAAAGGGTTCATTTGGCCCCTCCTCAAAGACTAATGT 
CCCCATGTGAAAGCXiTCTCriTTGTCTGGAGCrrTTGAGGAGATGTTTTCCTTC^ 
AGTGAGTGTGTGCACTTCTGCTTOTTTAGGGATGCCCrcTACATCCCACACCCCACCCTCCC^ 
ATACCCCTCCTCAACGTTCTTTTACTTTATACriTrAACTACCriXlAGAGTTATa^GAGC^ 

40 ATGATCT3ATCATCTATAGCAAATAGGCTATGTTGAGTACGTAGGCTGTGGGAAGATGAAGATGGTTTGGA 
GQTGTAAAACAATGTCCTTCGCTGAGGCCAAAGTTTCCATGTAAGCGGGATCCGTTTTTTGGAATTTGGT 
TGAAGTCACITTGATTTCTTTAAAAAACATCTTTTCy^TGAAATGTGTTACCATTTCAT^ 
CCBAAATCTGOVTAAGGAAGCCCy^CTTrATCTAAATGATATTAGCaVGGATCCTTGGTGTCCTAGGAGAA 
ACAGACAAGCAAAACTVAAGTGAAAACCGAATGGATTAACTTTTGCAAACCAAGGGAGATTTCriTAGC 

45 TGAGTCTAACAAATATGACATCTGTCTTTGGCyiCTTnXSTTGATGTTTATTTCAG;^ 
ATTTCAAGCAACAACATGGTTGTATTTTGTTGTGTTAAAAGTACTTTTCI^ 
TTCAGCAGAAGTCATTTTATTGGATTTTTCTAACCCGTGTTAACACCATTGAATGTGTATTTC^ 
AATACCACCCTCriTGTGrcCnTAAAAGCATTACITrAACrGGTAGGGAACGCCAGAA^ 
GCTATTCATTAGATAGTAATTGAAGATATGTATAAATATTACAAAGAATAAAAATATATTACTGTCTCTT 

5 0 TAGTATGGTTTTCAGTGCTVATTAAACCGAGAGATGTCTTGTTTTTTTAAAAAGAATAGTAT^ 
TTCTGACTTTTGTGGATCATTTTGCACATAGCTTTATCAACrTTT;^ 
AAG 

>gi|ll422839|ref |XP_001499.l( similar to endothelial differentiation, 
55 sphingolipid G-protein-coupled receptor, 1; edg-l; sphingosine 1 -phosphate 
receptor EDGl [Homo sapiens] (SEQ ID NO:30) 

MGPTSVPLVKAHRSSVSDYVNYDIIVRHYNYTGKLNISADKENSIKLTSVVFILICCFIILENIFVLLTI 
WKTKKFHRPMYYFIGKIJVLSDLIAGVAYTANLLLSGATTYKLTPAQWFLREGSMFVAL.SASVFSL1AIAI 
ERY I TMLKMKLHNGSNNFRLFLL I SACWVI S L I LGGLP IMGWNC I SALS SCSTVLPLYHKH Y I LFCTTVF 
60 TLbLLSIVILYCRIYSLVRTRSRRLTFRKNISKASRSSEKSLALLKTVIIVLSVFIACWAPLFILLLLDV 
GCKVKTCDILFRAEYFLVLAVLNSGTNPIIYTLTNKEMRRAFIRIMSCCKCPSGDSAGKFKRPIIAGMEF 
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ILlORa 

5 

>gi I 4504632 I ref |NM_001558 . 1 1 Homo sapiens interleukin 10 receptor, alpha 
(ILIORA), mRNA (SEQ ID NO:31) 

A7VAGAGCTGGAGGCGCGCAGGCCGGCTCCGCTCCGGCCCCGGACGATGCGGCGCGCCCAGG ATG CTGCCG 
TGCCTCGTAGTGCTGCTGGCGGCGCTCCTCAGCCTCCGTCTTGGCTCAGACGCrcATGGGACAGAGCTGC 

1 0 CCAGCCcrrcaSTCTGTGTGGTTTGAAGCAGAATTTTTCCaVCCACATCCTCCACTGGAa^CCCATCC 

TCAGTCTGAAAGTACCTGCTATGAAGTGGCGCTCCTGAGGTATGGAATAGAGTCCTGGAACTCCATCTCC 
AACTGTAGCCAGACCOTGTCCTATGACCrTACCGCAGTGACCriTGGACCrGTACCACAGCT^ 
GGGCCAGAGTGCXSGGCTGTGGACXXSCaVGCCGGCACTCCTVACTGGACCGTCACCAACACCCGCTTC^^ 
GGATGAAGTGACTCTGACAGTTGGCAGTGTGAACCTAGAGATCCACAATGGCTTCATCCTCGGGAAGATT 

1 5 CAGCTACCCAGGCCCAAGATGGCCCCCGCGAATGACACATATGAAAGCATCTTCAGTCACTTCCGAGAGT 
ATGA0ATTGCCyVTTCX3<»AGGTGCCGGGAAACTTCACGTTCACACACAAGAAAGTAAAACATGAAAACTT 
CAGCCTCCTAACCTCTGGAGAAGTGGGAGAGTTCTCTGTCCAGGTGAAACCATCTGTCGCTTCCCGAAGT 
AACAAGGGGATGTGGTCTAAAGAGGAGTGCATCTCCCTCACCAGGCAGTATTTCACCGTGACCAACGTCA 
TCATCTTCTTTGCCriTTGTCCTGCTGCTCTCCGGAGCCCTCGCCTACTGCCTGGCCCTCCAGCT^ 

20 GCGGCGCCGAAAGAAGCTACCCAGTGTCCTGCrcrrCAAGAAGCCCAGCCCCTTCATCTTCATCAGCCAG 
CGTCCCTCCCCAGAGACCCAAGACACCATCCACCCGCTTGATGAGGAGGCCTTTTTGAAGGTGTCCCCAG 
AGCTGAAGAACTTGGACCTGCACGGCAGCACAGACAGTGGCTTTGGCAGCACCAAGCCATCCCTGCAGAC 
TGAAGAGCCCCAGTTCCTCCTCCCTGACCCTCACCCCCAGGCTGACAGAACGCTGGGAAACGGGGAGCCC 
CCTGTGCTGGGGGACAGCTGCAGTAGTGGCAGCAGCAATAGCACAGACAGCGGGATCTGCCrGC;^^ 

25 CCAGCCTGAGCCCCAGCACAGGGCCCACCTGGGAGCAACAGGTGGGGAGCAACAGCAGGGGCCAGGATGA 
CAGTCGCATTGAC^AGTTCAAAACTCTGAGGGCCGGGCTGGGGACACACAGGGTGGCTCGGCCT^ 
CACCACAGTCCCCCGGAGCCTGAGGTGCCTGGGGAAGAAGACCCAGCTGCTGTGGCATTCCAGGGTTACC 
TGAGGCAGACCAGATGTGCTGAAGAGAAGGCAACCAAGACAGGCTGCCTGGAGGAAGAATCGCCCTTGAC 
AGATGGCCTTGGCCCCTiAATTCGGGAGATGCCTGGTTGATGAGGCAGGCTTGCATCCACCAGCCCTGGCC 

30 AAGGGCTATTTGAAACAGGATCCTCTAGAAATGACTCTGGCTTCCTCAGGGGCCCCAACGGGACAGTGGA 
ACa\GCCa^CTGAGGAATGGTCACTCCTGGCCTTGAGCAGCTGCAGTGACCTGGGAATATCTGACTGGAG 
CrTTGCCCATGACCTTGCCCCTCTAGGCrGTGTGGCAGCCCCAGGTGGTCTCCrrGGG<^ 
GACCTGGTCJVCCCTGCCCCTCATCTCTAGCCTOCAGTCAAGTGAG TGA CTCGGGCTGAGAGGCTGCTTT^ 
GATTTTAGCCyVTGCCTGCrccrcroCCTGGACCAGGAGGAGGGCCCTGGGGCAGAAGCT 

3 5 AGT(nXKXMy^CTTTTCTGCAAGTCCACTGGGGCTGGCCCAGCCAGGCTGCAGGGCTGGTCAGGGTGTC^ 
GGGCAGGAGGAGGCCAACTCACTGAACTAGTGCAGGGTATGTGGGTGGCACnKSACCTGTTCTGTTGACTG 
GGGCCCTGCAGACTCTGGCAGAGCTGAGAAGGGCAGGGACCTTCTCCCTCCTAGGAACTCTTTCCTGTAT 
CATAAAGGATTATTTGCTCAGGGGAACCATGGGGCTTTCTGGAGTTGTGGTGAGGCCACCAGGCTGAAGT 
CAGCTCAGACCCAGACCTCCCroCTTAGGCCACTCGAGCATCAGAGCTTCCAGCAGGAGGAAGGGCTGTA 

40 GGAATGGAAGCTTC^GGGCCnTCCTGCTGGGGTCATTTTTAGGGGAAAAAGGAGGATATGATGGTCACAT 
GGGGAACCTCCCCTCATCGGGCCTCTGGGGCAGGAAGCTTGTCACTGGAAGATCTTAAGGTATATATTTT 
CTGGACACTCAAACACATCATAATGGATTCACTGAGGGGAGACAAAGGGAGCCGAGACCCTGGATGGGGC 
TTCCAGCTCAGAACCCATCCCrCTGGTGGGTACCTCTGGCACCCyVTCTGaUUVTATCTCCCTCTCTCCAA 
CAAATGGAGTAGCATCCCCCTGGGGCACTTGCTGAGGCCAAGCCACTCACATCCTCACTTTGCTGCCCCA 

45 CCATCTrGCTGACAACTTCCAGAGAAGCCATGGTTTTTTGTATTGGTCATAACTCAGCCCTTT^ 

CTCTGGGCTTGGGCACCAGCTCATGCCAGCCCCAGAGGGTCAGGGTTGGAGGCCTGTGCTTGTGTTTGCT 
GCTAATGTCCAGCTACAGACCCAGAGGATAAGCCACTGGGCACTGGGCTGGGGTCCCTGCCTTGTTGGTG 
TTCAGCTGTGTGATTTTGGACTAGCCACTrGTCAGAGGGCCTCAATCTCCCATCTGTGAAATAAGGACTC 
CACCTTTAGGGGACCCTCCATGTITGCrK3GGTATTAGCCAAGCTGGTCCTtKM3AGAATGCAGATACTGTC 

5 0 CGTGGACTACCAAGCTGGCTTGTTTCTTATGCCAGAGGCTAACAGATCCAATGGGAGTCCATGGTGTCAT 
GCCAAGACAGTATCAGACACAGCCCCAGAAGGGGGCATTATGGGCCCTGCCTCCCCATAGGCCATTTGGA 
CTCTGCCTTCAAACAAAGGCAGTTCAGTCCACAGGCATGGAAGCTGTGAGGGGACAGGCCTGTGCGTGCC 
ATCCAGAGTCATCTCAGCCCTGCCrrTTCTCTGGAGCATTCTGAAAACAGATATTCTGGCCCAGGGAATCC 
AGCCATGACCCCCACCCCTCTGCCAAAGTACTCTTAGGTGCCAGTCTGGTAACTGAACTCCCTCTGGAGG 

5 5 CAGGCTTGAGGGAGGATTCCTCAGGGTTCCCTTGAAAGCTTrATTTATTTATTTTGTT 

GGAGAGGCAGCATTGCACAGTGAAAGAATTCTGGATATCTCAGGAGCCCCGAAATTCTAGCTCTGACTTT 
GCTGTTTCCAGTGGTATGACCriTGGAGAAGTCACTTATCCTCriTGGAGCCTCAGTTTCCTCATCTGC^ 
ATAATGACTGACTTGTCTAATTCATAGGGATGTGAGGTrCTGCTCAGGAAATGGGTATGAATGTGCCTO 
AACACAAAGCTCTGTCAATAAGTGATACATGTTTTTTATTCCAATAAATTGTCAAGACCACA 

60 
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>gi 1 4504633 I ref |NP_001549 . 1 1 interleukin 10 receptor, alpha,- Interleukin-io 
receptor (Homo sapiens] (SEQ ID NO: 32) 

MLPCLVVLLAALLSLRIiGSDAHGTELPSPPSVWFEAEFFHHILHVfTPIPNQSESTCYEVALLRYGIESWN 
SISNCSOTLSYDLTAVTLDLYHSNGYRARVRAVIXJSRHSiroTVTNTRFSVDBVTLTVGSVNLEIHNGFIL 
5 GKIQLPRPKMAPANDTYESIFSHFREYEIAIRKVPGNFTFTHKKVKHENFSLLTSGEVGEFCVQVKPSVA 
SRSNKGMWSKEECISLTRQYFTVTNVIIFFAFVLIiLSGALAYCIJUiQLYVRRRKKLPSVLLFKKPSPFIF 
ISQRPSPETQDTIHPLDEEAPLKVSPELKNLDLHGSTDSGFGSTKPSLQTEEPQFLLPDPHPQADRTLGN 
GEPPVLGDSCSSGSSNSTDSGICLQEPSLSPSTGPTWEQQVGSNSRGQDDSGIDLVQNSEGRAGDTQGGS 
ALGHHSPPEPEVPGEEDPAAVAFQGYLRQTRCAEEKATKTGCLBEESPLTDGLGPKFGRCLVDEAGLHPP 
1 0 ALAKGYLKQDPLEMTLAS SGAPTGQWNQPTEEWS LLALSSCSDLG I SOWS FAHDIiAPLGCVAAPGGLLGS 
FNSDLVTLPLISSLQSSE 



Integrln «3 

15 

>gi I 6006008|ref |NM 002203 .2 I Homo sapiens integrin, alpha 2 (CD49B, alpha 2 
subunit of VLA-2 receptor) (ITGA2) , mRNA (SEQ ID NO:33) 

CTGCAAACCCAGCGCAACTACGGTCCCCCGGTCAGACCCAGG ATGG GGCCAGAACGGACAGGGGCCGCGC 
CGCrcCCGCTGCTGCTGGTGTTAGCGCTCAGTCAAGGCaTTTTAAATTQTTGTTTGGCCT 

20 TCTCCCAGAAGCAAAAATATTTTCCGGTCCITCAAGTGAACAGTTIXXXjTATGCAGTGCAGCAGTTT^^ 
AATCaUAAGGCAACTGGTTACTGGTTGGTTCTVCCCIXXSAGTGGCnTrCCTGAGAACCX^ 
TGTATAAATGTCCTGTTGACCrrATCCACrreCCACATGTGAAAAACTAAATTTGCAAACTTC^CTVAGC^ 
TCCAAATGTTACTGAQATGAAAACCAACATGAGCCrCGGCITGATCCTCACCAGGAACATGGGAACrrGGA 
GGTTTTCTCACATGTGGTCCTOTGTGGGCACAGCAATGTGGGAATCAGTATTACyiCA^ 

25 CTGACATCAGTCCTGATTTTCAGCrCTCAGCCAGCITCTCACCrrGCAACTCAGCCCrrGCCC^ 

AGATGTTGTGGTTGTGTGTGATGAATCAAATAGTATTTATCCTTGGGATGCAGTAAAGAATTTTT^ 
AAATTTGTACAAGGCCTTGATATAGGCCCCACRAAGACACAGGTGGGGTTAATTCAGTATGCCAATAATC 
CAAGAGTTGTGTTTAACTTGAACACATATAAAACCAAAGAAGAAATGATTGTAGCAACATCCCAGACATC 
CCAATATGGTGGGGACCTCACAAACACATIXS3GAGCAATTC7UTATGaiAGAAAATATGCCTATT 

30 GCTTCIXXSTGGGCGACGAAGTGCTACGAAAGTAATGGTAGTTGTAACTGACGGTGAATCACy^TGATGGTT 
CAATGTTGAAAGCTOTGATTGATCAATGCAACCATGACAATATACTGAGGTTTGGCATAGCAGTTCr^ 
GTACTTAAACAGAAACGCCCTTGATACTAAAAATTTAATAAAAGAAATAAAAGCGATCGCTAGTATTCCA 
ACAGAAAGATACTTTTTCAATGTGTCTGATGAAGCAGCTCTACTAGAAAAGGCrroGGAC^ 
AAATTTTCAGCATTGAAGGTACTGTTCAAGGAGGAGACAACriTTCAGATGGAAA 

3 5 cy^GTGCAGATTACrCTTCTCAAAATGATATTCTGATGCTGGGTGCAGTGGGAGCTTTTGG 

ACaVTTGTCCAGAAGACATCTCATGGCCATTTGATCTTTCCTAAACAAGCCTTTGACCAAATTC^ 
ACAGAAATCACAGTTCATATTTAGGTTACTCTGTGGCTGCAATTTCTACTGGAGAAAGCACTCACTTTGT 
TGCTGGTGCTCCrCGGGCAAATTATACCGGCCAGATAGTGCTATATAGTGTGAATGAGAATGGCAATATC 
ACGGTTATTCT^GGCTCACCGAGGTGACCAGATTGGCrCCTATTTTGGTAGTGTGCTGTGTTCAGTTGATC 

40 TGGATAAAGAC^VCCATTACyVQACGTGCTCrTGGTAGGTGCACCAATGTACATGAGTGACCTAAAGAAAGA 
GGAAGGAAGAGTCTACCreTTTACTATCAAAAAGGGCATTTTGGGTCAGCACCAATTTCTTGAAGGCCCC 
GAGGGCATTGAAAACACTCGATTTGGTTCAGCAATTGCAGCTCTTraVGACATCAACATGGATGGCT^ 
ATGATGTGATTGTTGGTTCACCACTAGAAAATCAGAATTCTGGAGCTGTATACATTTACAATGGTCATCA 
GGGCACTATCCGCACAAAGTATTCCCAGAAAATCrrGGGATCCGATGGAGCCTTTAGGAGCCATCTCCAG 

45 TACTTKXKSAGGTCCTTCGATGGCTATGGAGATTTAAATGGGGATTCCATCACTOATGTGTCTAT^ 
CCITTGGACAAGTGGTTCyVACTCTGGTCACAAAGTATTGCTGATGTAGCTATA^ 
AGAAAAAATCACTTTGGTCAACAAGAATGCTCAGATAATTCrrCAAACTCTGCrTCAGTGa^ 
CCTACTAAGCAAAACAATCAAGTGGCCATTGTATATAACATCACACTTGATGCAGATGGATTTTCATCCA 
GAGTAACCTCCAGGGGGTTATTTAAAGAAAACAATGAAAGGTGCCTGCAGAAGAATATGGTAGTAAATCA 

50 AGCACAGAGTTGCCCCGAGCACATCATTTATATACAGGAGCCCTCTGATGTTQTCAACTCriTGGATTO 
CGTCTGGACATCAGTCTGGAAAACCCTGGCACrrAGCCCTGCCCriTGAAGCCTATTCTGAGACTGCCAAGG 
TCTTCAGTATTCCTTTCCACAAAGACrraTGGTGAGGATGGACTTTGCATTTCTGATCTAGTCCTAGATGT 
CCGACAAATACCAGCTGCTCAAGAACAACCCTTTATTGTCAGCAACCAAAACAAAAGGTTAACATTTTCA 
GTAACACnxSAAAAATAAAAGGGAAAGTGCATACAACACTGGAATTGTTGTTGATTTTTCAGAA^ 

5 5 TTTTTGCATCATTCTCCCrACCGGTTGATGGGACAGAAGTAACATGCCAGGTGGCTGCATCTCAGAAGTC 
TGTTGCCTGCGATGTAGGCTACCCTGCTTTAAAGAGAGAACy^CAGGTGACTTTTACTATTAACTTTG 
TTCAATCTTCAAAACCTTCAGAATCAGGCGTCTCrCAGTTTCCAAGCCTTAAGTGAAAGCCAAGAAGAAA 
ACAAGGCTGATAATTTCGTCAACCTCAAAATTCCTCTCCTGTATGATGCTGAAATTCACTTAACAA 
TACCAACATAAATTTTTATGAAATCTCTTCGGATGGGAATGTTCCTTCAATCGTGCACAGTTTTGAAGAT 

60 GTTGGTCCAAAATTCATCTTCTCCCTGAAGGTAACAACAGGAAGTGTTCCAGTAAGCATGGCAACTGTAA 
TCATCCACATCCCTCAGTATACCAAAGAAAAGAACCCACTGATGTACCTAACTGGGGTGCAAACAGACAA 
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GGCTGGTGACATCAGTTGTAATGCAGATATCAATCCyvCTGAAAATA(K3ACAAACATCTTCTTCTGTATCT 
TTCAAAAGTGAAAATTTCAGGCACACCAAAGAATTGAACTGCAGAACTGCTTCCTGTAGTAATGTTACCT 
GCKXSTTGAAAGACGTTCACATGAAAGGAGAATACTITGTrAATGTGACTACCAGAATTTGGAACGGGAC 
TTTCGCATCATCAACGTTCCAGACAGTACAGCTAACGGCAGCTGCAGAAATCAACACCTATAACCCTGAG 
5 ATATATCTGATTGAAGATAACACTGTTACGATTCCCCTGATGATAATGAAACCTGATGAGAAAGCCGAAG 
TACCJ^CAGGAGTTATAATAGGAAGTATAATTGCTGGAATCCITTTGCrGTTAGCTCTGGT^ 
ATGGAAGCTCGGCTTCTTCAAAAGAAAATATGAAAAGATGACCAAAAATCCAGATGAGATTGATGAGACC 
ACAGAGCTCAGTAGCTGAACCAGCAGACCTACCTGCAGTGGGAACCGGCAGCATCCCAGCCAGGGTTTGC 
TGTTTGCGTGCTlTGGATTTCrTTTTAAATCCCATATTTTTTTTATCATO 

10 ATTTTAAGAGAAAACTGCy^GGTa^GTTTGGATGAAGAAATTGTGGGGGGTGGGGGAGGTGCGGGGGGC^ 
GTAGGGAAATAATAGGGAAAATACCTATTTTATATGATGGGGGAAAAAAAGTAATCriTTAAACrroGCTG^ 
CCCAGAGTTTACyVTTCTAATTTGCATTGTGTCAGAAACATGAAATGCTTCCAAGCATGACAACTT^ 
GAAAAATATGATACTCTCAGATTTTAAGGGGGAAAACTGTTCTCTITAAAATATTTGTCTTTAAACAG 
ACTACAGAAGTGGAAGTGCTTGATATGTAAGTACTTCCACTTGTGTATATTTTAATGAATATTGATGCT 

1 5 ACAAGAGGGGAAAACAAAACACAGGTTTTTTCyUVriTATGCTGCTCATCCAAAGTTGCCACAGATC 
TTCCAAGTGATAATTTTATTTATAAACTAGGTAAAATTTGTTGTTGGTTCCTTTTATACCACG^ 
CTTCCACACCCCATCITX3CTCTAATGATCAAAACATGCTTGAATAACTGAGCTTAGAGTATACCTCCTAT 
ATGTCCATTTAAGTTAGGAGAGGGGGCGATATAGAGACTAAGGCACyU^AATTTrcTTTAAAACTCAGAAT 
ATAACATTTATGTAAAATCCCyiTCTGCTAGAAGCCCATCCrGTGCCTlGAGGAAGGAAAAGGAGGAAATTT 

20 CCriTTCrCITTTAGGAGGCACAAaVGTTCTCTTCrAGGATTTG 

ATTTTTGAAAGATGAGTAATTTCTTTGGCAACCTTCCrCCTCCCrrTACrraAAC 

GTGGTACCATTATTATAGAAGCCCTCrrACAGCCTGACrrTTCTCTCCAGCGGTCCAAAGTTATCCCCTCCT 
TTACCCCTCATCCy^AAQTTCCCACTCCrrCAGGACAGCTGCTGTGCATTAGATATTAGGGGGGAAAGT^ 
TCTGTTTAATTTACACACTTGCaTGAATTACTGTATATAAACTCCTTAAC^^ 

25 TAGTGCTAAACAAGTAAGAAAAATAAGCTAGAGTGAATTTCTAAATGTTGGAATGTTATGGGATGTAAAC 
AATGTAAAGTAAAACACTCTCAGGATTTCACCyiGAAGTTACAGATGAGGCACTGGAAACCACCACCAAAT 
TAGCT^GGTGCACCTTCTGTGGCTGTCITGTTTCTGAAGTACTTTTTCTTCCT^CAAGAGTG^ 
AGGCAAGTTTGTTCAAAAGGTAGATCCTGAGATGATTTGGTCAGATTGGGATAAGGCCCAGCAATCTGCA 
TTTTAACAAGCACCCCAGTCACTAGGATGCAGATGGACCACACTTTGAGAAACACCACCCAT^^ 

30 TTTGCACCTTATTTTCTCTGTTCCrreAGCCCCCACATTCrcrAGGAGAAACTTAGATTA;^ 
CACTACATATCTAAAGCrTTGACAAGTCCTTGACCrrCTATAAACITCAGAGTCCTCyiT^ 
AGACTGAGCIW3AGTTCAGCAGTGATGCTTTTTAGTTTTAAAAGTCrrATGATCrc^ 
AATACAAATACACAATCCTCCAAGAATTTGACTTGGAAAAG 

35 >gi |4504743 I ref |NP_002194 . 1 1 integrin alpha 2 precursor; Integrin, alpha-2 
(CD49B; alpha-2 Bubunlt of VIiA-2 receptor; platelet antigen Br) [Homo 
sapiens] (SEQ ID NO: 34) 

MGPERTGAAPLPLLLVLALSQGILNCCLAYNVGLPEAKIFSGPSSEQFGYAVQQFINPKGNWLLVGSPWS 
GPPENRMGD\nrKCPVDLSTATCEKIJ4LQTSTSIPNVTEMKTNMSLGLILTRNMGTGGFLTCGPLWAQQCG 

40 NOYYTTGVCSDISPDFQLSASFSPATQPCPSLIDVWVCDESNSIYPWDAVKNFLEKFVQGLDIGPTKTQ 
VGLIQYANNPRVVFNUrrYKTKEEMIVATSQTSQyGGDLTNTFGAIQYARKyAYSAASGGRRSATKVMVV 
VTIX3ESHIX5SMLKAVIIX}CNHDNILRFGIAVIX3YLNRNALDTKNLIKEIKAIASIPTERYFFNVSDE^^ 
LKKAGTLGEQIFSIEGTVQGGDNFQMEMSQVGFSADYSSQNDILMLGAVGAFGWSGTIVQKTSHGHLIFP 
KQAFDQILQDRNHSSYLGYSVAAISTGESTHFVAGAPRANYTGQIVLYSVNENGNITVIQAHRGDQIGSY 

45 FGSVLCSVDVDKDTITDVLLVGAPMYMSDLKKEEGRVYLFTIKKGIIiGQHQFLEGPEGIENTRFGSAIAA 
LSDINMXXSFNDVIVGSPLENQNSGAVYIYNGHQGTIRTKYSQKILGSDGAFRSHLQYFGRSLDGYGDLNO 
DSITDVSIGAFGQWQLWSQSIADVAIEASFTPEKITLVNKNAQIILKLCFSAKFRPTKQNNQVAIVYNI 
TLDADGFSSRVTSRQLFKENNERCLQKNMWNQAQSCPEHIIYIQEPSDWNSLDLRVDISLENPGTSPA 
LEAYSETAKVFSIPFHKDCGEDGLCISDLVUJVRQIPAAQEQPFIVSNQNKRLTFSVTLKNKRESAYNTG 

50 IWDFSENLFFASFSLPVDGTEVTCQVAASQKSVACDVGYPALKREQQVTFTINFDFNLQNLQNQASLSF 
QALSESQEENKADNLVNLKIPLLYDAEIHLTRSTNINFYEISSDGNVPSIVHSFEDVGPKFIFSLKVTTG 
SVPVSMATVIIHIPQYTKEKNPLMYLTGVQTDKAGDISCNADINPLKIGQTSSSVSFKSENFRHTKELNC 
RTASCSim'CWLKDVHMKGEYFVNVTTRIWNGTFASSTFQTVQLTAAAEIKrrYNPEiyVIEDNTVTIPLM 
IMKPDEKAEVPTGVI IGS I lAGILLLLiALVAILWKLGFFKRKYEKMTKNPDEIDETTELSS 

55 

Bnolas* la 

>gi |4503570 I ref |NM_001428 . 1 1 Homo sapiens enolase 1, (alpha) (ENOl) , mRNA 
60 (SEQ ID NO: 35) 

ACGGAGATCTCGCCGGCTTTACGTTCACCTCGGTGTCTGCAGCACCCTCCGCTTCCTCTCCTAGGCGACG 
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AGACCCAGTGGCTAGAAGTTCACC ATG TCTATTCTCAAGATCCATGCCAGGGAGATCTTTGACTCTCGCG 
GGAATCCa^CrcTTGAGGTIXjATCTCTTCACCTCAAAAGGTCTCTTCAGAGCTGCnXjTGC 
TTCAACTGGTATCTATGAGGCCCTAGAGCTCCGGQACAATGATAAGACTCGCTATATGGGGAAGGGTGTC 
TCAAAGGCTGTTGAGCyiCATCAATAAAACTATTGCGCCTGCCCTGGTTAGCAAGAAACTGAACG^^ 
5 AACAAGAGAAGATTGACAAACTGATGATCGAGATGGATGGAACAGAA/VATAAATCTAAGTTTGOTGCGAA 
CGCCATTCTGGGGGTGTCCCTTGCCGTCTGCAAAGCTGGTGCCGTTGAGAAGGGGGTCCCCCTGTACCGC 
CACATCGCTGACTTGGCTGGCAACTCTGAAGTCATCCTGCCAGTCCCGGCGTTCAATGTCATCAATGGCG 
GTTCTCATGCTGGCAACAAGCrrcGCCATGCAGGAGTTCATGATCCTCCCAGTCXKSTGCAGCAAACrTCA 
GGAAGCCyiTGCGCATTGGAGCAGAGGTTTACCACAACCTGAAGAATGTCATCAAGGAGAAATATGGGAAA 

1 0 GATGCCACCAATGTGGGGGATGAAGGra3GTTTGCTCCCAACATCCTGGAGAATAAAGAAGGCCTGGAGC 
TGCTGAAGACTGCrrATTGGGAAAGCTGGCTACACTGATAAGGTGGTCATCGGCATGGACXSTAGCGGCCTC 
CGAGTTCTTCAGGTCTGGGAAGTATGACCTGGACTTCAAGTCTCCCGATGACCCCAGCAGGTACATCTCG 
CCTGACCAGCTGGCTGACCTGTACAAGTCCTTCATCAAGGACTACCCAGTGGTGTCTATCGAAGATCCCT 
TTGACCAGGATGACTGGGGAGCTTGGCAGAAGTTCACAGCCAGTGCAGGAATCCAGGTAGTGGGGGATGA 

1 5 TCTCACAGTGACCAACCCAAAGAGGATCGCaUVGGCCGTGAACGAGAAGTCCTGCTUVCrrGCCTCCTGCTC 
AAAGTOUVCCAGATTGGCTCCGTGACCGAGTCTCrrrCAGGCGTGCAAGCTGGCCCT^GGCCAATGGTTGGG 
GCGTCATGGTGTCTCATCGTTCGGGGGAGACTGAAGATACCriTCATCGCTGACCrGGTTGTGGGGCTGTG 
CACTGGGCAGATCAAGACTGGTGCCCCTTGCCGATCTGAGCGCTTGGCCAAGTACAACCAGCTCCTCAGA 
ATTGAAGAGGAGCTGGGCAGCAAGGCTAAGTTTGCCGGCAGGAACTTCAGAAACCCCITGGCCAAGTAAG 

20 CTGTGGGCTIGGCAAGCCTTCGGTCACCTGTTGGCTACACAGACCCCTCCCCTCGTGTCAGCTCAGGCAGC 
TCGAGGCCCCCGACCAACACTTGCAGGGGTCCCTGCTAGTTAGCGCCCCACCGCCGTGGAGTTCGTACCG 
CTTCCTTAGAACTTCTACAGAAGCCAAGCTCCCTGGAGCCCTGTTGGCAGCTCTAGCTTTTGCAGTCGTG 
TAATtXMCCCAAGTCATTGTTTTTCTCGCCTCACTTTCCACCAAGTGTCTAGAGTCATGTGAGCCTCGTG 
TCATCTCCGGGGTGGCCACAGGCTAGATCCCCGGTGGTTTTGTGCTCAAAATAAAAAGCCTCAGTGACCC 

25 ATGAG 

>gi |450357l I ref |KP_001419. 1 1 enolase 1; phosphopyruvate hydratase; enolase- 
1, alpha; enolase 1, (alpha) -like 1; MYC promoter-binding protein 1; non- 
neural enolase; 2-phospho-D-glycerate hydro-lyase; crystallin, tau, 

30 included [Homo sapiens] (SEQ ID NO: 36) 

MSILKIHARBIFDSRGNPTVEVDLFTSKGLFRAAVPSGASTGIYEALELRDNDKTRYMGKGVSKAVEHIN 
KTIAPALVSKKLNVTEQEKIDKLMIEMDGTENKSKFGANAILGVSLAVCKAGAVEKGVPLYRHIADIiAGN 
SEVILPVPAFNVINGGSHAGNKLAMQEFMILPVGAANFREAMRIGAEVYHNLKNVIKEKYGKDATNVGDE 
GGFAPNILENKEGLELLKTAIGKAGYTDKWIGMDVAASEFFRSGKYDLDFKSPDDPSRYISPDQIADLY 

35 KSFIKDYPWSIEDPFDQDDWGAWQKFTASAGIQWGDDLTVTNPKRIAKAVNEKSCNCLLLKVNQIGSV 
TESLQACKLAQANGWGVhWSHRSGETEDTFIADLWGLCTOQIKTGAPCRSERLAKYNQLliRIEEELGSK 
AKFAGRNFRNPLAK 

40 PRSMl 

>gi 1 1354930 I gb|U58048 . 1 |HSU58048 Human metallopeptidase PRSMl mRNA, 
complete cds (SEQ ID NO: 37) 

AGCGACTCACAAAAGGTCCTCGGCCACGGCGTGCGTCACCATGGCGACCGCCGCCGGCAGCCGCGCCCCG 

45 CCCCTCTGGCGGGACCGGCCACCATCCTCTCGCGAGGAGCATCCCGTGCGACCGGAAGTGGGGCGGCGAC 
CCCGGAAGTCCCCGCCGGGTGCAGCTTGGTCGGTTCGATCGCCGCCGGGACCTGACACCGCCCGGAGTTG 
GCGTCCCTTCTCCCTCTCCGAGTCCTGCTCCIX3TCATTGTGGCCATGGACGATACCCTGTTCCAGTTGAA 
GTTCACGGCGAAGaVGCTGGAGAAGCTGGCCAAGAAGGCGGAGAAGGACTCCAAGGCGGAGCAGGCCAAA 
GTGAAGAAGGCCCTTCTGCAGAAAAATGTAGAGTGTGCCCGTGTGTATGCCGAGAACGCCATCCGCAAGA 

5 0 AGAACGAAGGTGTGAACreGCTTCGGATGGCGTCCCGCGTAGACBCAGTGGCCTCCAAGGTGGACACAGC 
TGTGACTATGAAGGGGGTGACCAAGAATATGGCCCTiGGTGACCAAAGCCCTGGACTUVGGCCCTGAGCACC 
ATGGACCTGCAGAAGGTCTCCTCAGTGATGGACAGGTTCGAGCAGCAGGTGCAGAACCTGGACGTCCATA 
CATCGGTGATGGAGGACTCCATGAGCTCGGCCACCACCCTGACCACGCCGCAGGAGCAGGTGGACAGCCT 
CATCATGCAGATCGCCGAGGAGAATGGCCTGGAGGTGCTGGACCAGCTCAGCCAGCTGCCCGAGGGCGCC 

5 5 TCTGCCGTGGGCGAGAGCTCTGTGCGCAGCCAGGAGGACCAGCTGTCACGGAGGTTGGCCGCCTTGAGGA 
ACTAGCCGTGCCCCGCCGGTGTGCACCGCCTCTGCCCCGTGATGTGCTGGAAGGCTCCTGTCCTCTCCCC 
ACaJCGTCTTOCCTTTGTGCTGACCCCGCGGGGCTGCGGCCGGCAGCCACTCTGCGTCTCTCACCTGCCA 
GGCCTGCGTGGCCTTAGGGTTGTTCerGTTCTTTrAGGTTGGGCGGTGGGTCTGTGTCCT^ 
TTCTGCAAATTTCTGGGGGTGATTTCTGTGACTCTGGGCCCACAGCGGGGAGGCCAAGAGGGGCCCTGTG 

60 GACTTTCACCCAGCACTGTGGGGGCCTTCAGACTCTGGGGCAGCAGACATGCTGCTTCCCATCAGCCAGA 
GGGGGTCAGGGCTGCCCTGTTGCCAAACAACTCCCTGAGGCCTCTCCGCACCACCTCAGCGGGCAGGAGG 
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TCCCACCyVTGTGGACAGACy^TAGCCCAAGGAGGCACCACAGGTCTATGTGTGCTGGGGGATGTCAGGTGC 
CACCCAACGCTGTCCTGGTGQTATTTACAATGACATCCTCCTCCTCCATCACTCCAGGGGTGGTGTCTCG 
GCCGCCCCTACCAGCTGGCTGAGCCCCCTGGCCTCCTGCGCTCCCTCACTTCCCTCAGTTCCCAAAGCTG 
CCCAGTCCATGGGGACAGAACCGTCACTCAGATCCACATTCAAGTGTGCCCACCCTGCAGTCTTCATCCT 
5 OVCrCAGCn'GCTGCCTCTGGAGGTGCCriTTGGCCACATGTGCrcTGCTGT^ 

CTGTCCACCAGCAGGCTGCGGTCCCAGCGGGTGCGTCTGCAGCTCCTCCCCTTGGGCAGGCTGGTTCTCC 
CGGAGGACCTTTCCTTGGGGCCCrcCTTCyVTGACCATGCTGCCTGTGTCACCCTCTACCATCTGTAAAC^ 
ACTCGGTGCCriTCCCCGACCACACCCCAATGCCTTCCCaVGCTTGGAAGCCAAGGCAGCTGATGAAGG^ 
CTCAGGAGAGCCGTCTTCAGCTGGGCTGGGGTTGGGGCTGCTGTGAGGAAAACCTGCCATTGTGGCCCTG 

1 0 GAGAGTCa^CCAGCAGCTCTTGGGAAGGACTTGCTGGGAGGCTGAGAGAGGCTTTGGGCACAGCCTGCTGT 
CTTTTCCATTTCCTAAAGTTTACTTCATTGTCTTGAGGCTrCCAGGTTTTGTTTT^ 
AGAAAAGGCAGGTGGTGGGCGGCTGGCAGGGAGTGCGGGTCCCCGCCCCTCTTCAGTCCTGCCCTCCCCT 
CCTCAGTCCTGCCCACCCCGTGCAGCCCATGCTGAGGCTGCAGTGGTGTCGTGGGTGTTACGTGCAGGAA 
OSTGGAGACCCTGACGTGGGCrrCACTGCATTTGGTTTTCTTTTCAGAACTTGGGAGCC^ 

1 5 CTAGTGTTGGTAGGTCCTAGAOSTGGTTCCCTCCAGCCTCCCCAAAATCAACCCTGGTGTTGAGAGAACG 
TCCTTCTGTCCATCGTGGGTAACAGCCTTGGGGAGGGTGCAGAGCTCTGCAGAGCCATGGGCCAGGTGGG 
GCTXSCCTCy^GTCCTGTCCCCTTGGGCT^CTGAGGAGAGGGGCCCATTCACCTTTCTCCTAGAATGCTGTTG 
TAAATAAACAAATGGATCCCTGGA 

20 >gi|l35493l|gb|AAC50775.l| PRSMl (SEQ ID NO: 38) 

MATAAGSRAPPLWRDRPPSSREEHPVRPEVGRRPRKSPPGAAWSVRSPPGPDTARSWRPFSLSECCSCHC 
GHGRYPVPVEVHGEAAGEAGQEGGEGLQGGAGQSEEGPSAEKCRVCPCVCRERHPQEERRCELASDGVPR 
RRSGLQGGHSCDYEGGDQEYGPGDQSPGQGPEHHGPAEGLLSDGQVRAAGAEPGRPYIGDGGLHELGHHP 
DHAAGAGGQPHHADRRGEWPGGAGPAQPAARGRLCRGRELCAQPGGPAVTEVGRLEEIiAVPRRCAPPLPR 

25 DVLEGSCPLPTASCLCADPAGLRPAATLRLSPARPAWP 



CLN3 

30 >gi 1 5597012 I ref |NM_000391 . 2 I Homo sapiens ceroid-lipofuscinosis, neuronal 

2, late infantile ( Jansky-Bielschowsky disease) (CLN2) , mRNA (SEQ ID NO:39) 
ACATGACAGCAGATCCGCGGAAGGGCAGA ATG GGACTCCAAGCCTGCCTCCTAGGGCTCTTTGCCCTCAT 
CCTCTCTGGCAAATGCAGTTACAGCCCGGAGCCCGACCAGCGGAGGACGCTGCCCCCAGGCTGGGTGTCC 
CTGGGCCGTGCGGACCCTGAGGAAGAGCTGAGTCTCACCTTTGCCCTGAGACAGCAGAATGTGGAAAGAC 

3 5 TCTOMAGCroGTGaVGGCTGTGTCGGATCCCAGCTCTCCTCAATACGGAAAATACCTGACCCTAGAGAA 
TGTGGCTGATCTGGTGAGGCCATCCCCACTGACCCrCCACACGGTGCAAAAATGGCTCTTGGCAGCCGG 
GCCaiGAAGTGCCATTCTGTQATCACyVCAGGACTTTCTGACTTGCTGGCTGAGCATCCGACAAGCAGA 
TGCTGCTCCCTGGGGCTGAGTTTCATCACTATGTGGGAGGACCTACGGAAACCCATGTTGTAAGGTCCCC 
ACATCCOTACCAGCTTCCACAGGCCITGGCCCCCCATGTGGACTTTGTGGGGGGACnXJCAC^^ 

40 CCAACATCATCCCTGAGGCAACGTCCTGAGCCGCAGGTGACAGGGACTGTAGGCCTGCATCTGGGGGTAA 
CCCCCTCTGTGATCCGTAAGCGATACAACrrrGACCTCACAAGACGTGGGCTCTGGCACCAGCAATAACAG 
CCAAGCCTGTGCCCAGTTCCTGGAGCAGTATTTCCATGACTCAGACCTGGCTCAGTTCATGCGCCTCTTC 
GGTGGCAACTTTGCACATCAGGCATCAGTAGCCCGTGTGGTTGGACAACAGGGCCGGGGCCGGGCCGGGA 
TTGAGGCCAGTCTAGATGTGCAGTACCTGATGAGTGCTGGTGCCAACATCTCCACCTGGGTCTACAGTAG 

45 CCCTGGCCGGCATGAGGGACAGGAGCCCTTCCrroCAGTGGCTaVTGCTGCTCAGTAATGAGTCAGCCCTG 
CCACATGTGCATACTOTGAGCrrATGGAGATGATGAGGACTCCCTCAGCAGCXSCCTACATCCAGCGGGTCA 
ACACTGAGCTCATGAAGGCTGCCGCTCGGGGTCTCACCCrcCrCTTCGCCrrCAGGTGAa^GT^^ 
GTGTTGGTCTGTCTCnXJAAGACACCAGTTCCGCCCTACCTTCCCTGCCTCCAGCCCCTATGTCACCACA 
GTGGGAGGCACATCCTTCCyVGGAACCnTT'CCTCATCACAAATGAAATTGTTGACTATATCAGTGGTGGTG 

50 GCTTCAGCAATGTGTTCCCACGGCCTTa^TACCAGGAGGAAGCTGTAACGAAGTTCCTGAGCTCTAGCCC 
CCACCTGCCACCATCCAGTTACTrCAATGCCAGTGGCCGTGCCTACCCAGATGTGGCTGCACTTTCTGAT 
GGCTACTGGGTGGTCAGCAACAGAGTGCCCATTCCATGGGTGTCCGGAACCTCGGCCTCTACTCCAGTGT 
TTGGGGGGATCCrATCCTTGATCAATGAGCACAGGATCCTTAGTGGCCGCCCCCCTCTTGGCTTrCTCAA 
CCCJ\AGGCTCTACCAGCAGCATGGGGCAGGACTCTTTGATGTAACCCGTGGCTGCCATGAGTCCTGTCTG 

5 5 GATGAAGAGGTAGAGGGCCAGGGTTTCTGCTCTGGTCCTGGCTCGGATCCTGTAACAGGCTGGGGAACAC 
CCAACTTCCCAGCTTTGCTOAAGACTCTACTCAACCCC TGA CCCTTTCCTATCAGGAGAGATGGCTTGTC 
CCCTGCCCTGAAGCTGGCAGTTCAGTCCCTTATTCTGCCCTGTTGGAAGCCCrcCTGAACCCrCAACT 
TGACTGCTGCAGACAGCTTATCTCCCTAACCCTGAAATGCGGTGAGCTTGACTTGACTCCCAACCCTACC 
ATGCTCCATCATACTCAGGTCTCCCTACTCCroCCTTAGATTCCTCAATAAGATGCTGTAACTAGCATTr 

60 TTTGAATGCCTCTCCCTCCGCATCTCATCTTTCrrCTTTTCAATCAGGCTTTTCCAAAGGGTTGTATA^ 
ACTCrGTGCACTATTTCACTTGATATTCATTCCCCAATTCACTGCAAGGAGACCTCTACTGTCACCGTTT 
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ACTCTTTCCTACCCTGACATCCAGAAAO^ATGGCCTCCAGTGCATACriTCTCAATCTTTGCTTTATGGCC 
TTTCCATCATAGTTGCCCACTCCCTCrCCTTACTTAGCTrCCAGGTCTTAACITCTCrGA 
CTTCCTCTCTOVTCAATTTCTGCTTCTTCATGGAATGCTGACCriTCATTGCTCCAT^ 
TCTTCTCAGTTTACTCATTGTCCCCrrGGAACAAATCACTGACATCrrACy\ACCATTACCATCTCACrrA 
5 AAGACTTTCTATCCa^TAATGATTGATACCTCAAATGTAAGATGCGTGATACTa^CATTTavTCGTCCA 
CCnrCCCAACCCCAAACAATTCCATCTCGTTTCTTCTTGGTAAAlXlATGCTATGCTTTTTCC^ 
CAGAAACCTGTGTCATCTTTTCACCCCACCTTCAATCAACAAGTCCrCyu^TCAACAAGTCCrrACTGAC^ 
CyvCATCITAAATATATCrTTATCAGTCCACAAGTCCTTCCAATTATATTTCCa^GTATATCTAGAAC^ 
ATCCACTTATATCCCCACTGCTACTACCITAGTTTAGGGCTATATTCTCTTGAAAAAAAGTGTCCTTACT 

1 0 TCCTGCCAATCCCCAAGTCT^TCTTCCAGAGTAAAATGCAAATCCCATCAGGCCACTTGGATGAAAACCCT 
TCAAGGATTACTGGATAGAATTCAGGCTTTCCCCrrCCAGCCCCCAATCyiTAGCTCACAAACCTTCCITG 
TATTTGTTCTTAAGTAAAAAATCATTTTTCCrCCTCCXrrCCCCAAACCCCAAGGAACTCrCACT 
CAAGCTGTTCCGTCCCCTTACCACCCCTGATAaiACTGCaVGGTTAATTTCCAGAATTCr^^ 
AGTTOiGAAGTCACCTTCTTTCGTGAATGTTTTGATTCCCTGAGGCTACTTTATTTT^ 

1 5 AATCCTAGATTTTCTAAACyUVAACCrGTTTGAATCTTGGTTCTGATATGGACTAGGAGAGAGACr^^ 

AAGTAAGCTTATCTCCCrrGAGGCTGTTTCCTCGTCTGTTAAGTGTGAATATCAATACCTGCCTTTCATAA 
TCACCAGGGAATAAAGTGGAATAATGTTGATAACAGTGCITGGCACCrroGAAGTAGGTGGCAGATC 
CGCCCTTCCTCCCTTGCACTGCXJCCCCCTGTGCCTACCrCTAGCATTGTAACGACCACATAGTATTGAAA 
TGGCCAGTTTACTTGTCTGCCTTCCTTTCCAAGACCGTTGGTGCCTAGAGGACTAGAATCGTCTCCTATT 

20 TAACTTTGTGTTCCCAGGTCCTAGCTCAGGAGTTGGCAAATAAGAATTAAATGTCTGCTACACCGAAACA 
AA 

>gi I 5729770| ref |NP_000382 . 3 I ceroid- lipofuscinosis, neuronal 2, late 
infantile (Jansky-Bielschowsky disease) [Homo sapiens] (SEQ ID NO: 40) 

25 MGLQACLLGLFALILSGKCSYSPEPDQRRTLPPGVrvSLGRADPEEEIiSLTFALRQQNVERLSELVQAVSD 
PSSPQYGKYLTLEWADLVRPSPLTLinVQKWLLAAGAQKCHSVITQDFLTCWLSIRQAELLLPGAEFHH 
YVGGPTBTHWRSPHPYQLPQALAPHVDFVGGLHRFPPTSSLRQRPEPQVTGTVGLHLQVTPSVIRKRYN 
LTSQDVGSGTSNNSQACAQFLEQYFHDSDLAQFMRLFGGNFAHQASVARWGQQGRGRAGIEASLDVQYL 
MSAGAKISTWVYSSPGRHEGQEPFLQWLMLLSNESALPHVHTVSYGDDEDSLSSAYIQRVNTELMKAAAR 

30 GLTLLFASGDSGAGCWSVSGRHQFRPTFPASS PYVTTVGGTS FQEPFL ITNE I VDY I SGGGFSNVFPRPS 
YQEEAVTKFLSSSPHLPPSSYFNASGRAYPDVAALSDGYWWSNRVPIPWVSGTSASTPVFGGILSLINE 
HRILSGRPPLGFLNPRLYQQHGAGLFDVTRGCHESCIiDEEVEGQGFCSGPGWDPVTGWGTPNFPALLKTL 
LNP 

35 

P2Z5b 

>gi I 3387943 |gb|AF070573 . 1 1 AF070573 Homo sapiens clone 24793 ionotropic ATP 
receptor P2X5b mRNA, complete cds (SEQ ID NO: 41) 

40 GTCaSCAAGCCCGGCrGAGAGCGCGCCATGGGGCAGGCGGGCTOCTVAGGGGCTCTGC 

ACTACAAGACCGAGAAGTATGTCATCGCCAAGAACAAGAAGGTGOGCCTGCTGTACCGGCTGCTGCAGGC 
CTCCATCCTGGCGTACCTGGTCGTATGGGTGTTCCTGATAAAGAAGGGTTACCAAGACGTCGACACCTCC 
CTGCAGAGTGCTGTCATCACCAAAGTCAAGGGCGTGGCCTTCACCAACACCTCGGATCTTGGGCAGCGGA 
TCTGGGATGTCGCCGACTACGTCATTCCAGCCCAGAATGAAGGCATTCCTGATGGCGCGTGCTCCAAGGA 

45 CAGCGACTGCCACXSCTGGGGAAGCGGTTACAGCKKSAAACGGAGTGAAGACCGGCCGCTGCCTGC^^ 

GAGAACTTGGCCAGGGGCACCTGTGAGATCTTTGCCTGGTGCCCGTTGGAGACAAGCTCCAGGCCGGAGG 
AGCCRTTCCTGAAGGAGGCCBAAGACTTCACCATTTTCATAAAGAACCACATCCGTTTCCCCAAATTCAA 
CITCrrCCyVACAATGTGATGGAa3TCAAGGACAGATCTTTCCTGAAATCATGCCACTT^ 
OVCTACTGCCCaVTCTTCCGACTGGGCTCCGTGATCCGCTGGGCCGGGAGCGACTTCCAGGATATAGCCC 

50 TGGAGGGTGGCGTGATAGGAATTAATATTGAATGGAACTGTGATCTTGATAAAGCTGCCTCTGAGTGCCA 
CCCTCACTATTCTTTTAGCCGTCTGGACJVATAAACTTTCyUlAGTCTGTCTCCrrCTOGGTACAACT^ 
TTTGCCAGATATTACCGAGACGCAGCCGGGGTGGAGTTCCGCACCCTGATGAAAGCCTACGGGATCCGCT 
TTGACGTGATGGTGAAaXjCAAGGGTGCTTTCTTCTGCGACCTGGTACTCATCTACCTCATC^^ 
AGAGTTTTACCGTGACAAGAAGTACGAGGAAGTGAGGGGCCTAGAAGACAGTTCCCAGGAGGCCGAGGAC 

5 5 GAGGCATCGGGGCTGGGGCTATCrroAGCAGCravCATCTGGGCCAGGG(nX3CTGGGGATGCCGGAGCAC^ 
AGGAGCTGCAGGAGCCACCCGAGGCGAAGCGTGGAAGCAGCAGTCAGAAGGGGAACGGATCTGTGTGCCC 
ACAGCTCCTGQAGCCCCACAGGAGCACG TGA ATTGCCrCTGCTTACGTTCAGGCCCrGTCCTAAACCCAG 
CCGTCTAGCACCCAGTGATCCCATGCCITTGGGAATCCCAGGATGCTGCCCAACGGGAAATTTGTACATT 
GGGTGCTATCAATGCCACATCACAGGGACCAGCCATCACAGAGCAAAGTGACCTCCACGTCTGATGCTGG 

60 GGTCATCAGGACGGACCCATCATGGCTGTCTTTTTGCCCCACCCCCrreCCGTCAGTTCTTCCTTTCT^ 

TOGCTGGCTTCCCGCACTAGGGAACGGGTTGTAAATGGGGAACATGACTTCCTTCCGGAGTCCTTGAGCA 
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CCTCAGCTAAGGACCGCAGTGCCCTGTAGAGTTCCTAGATTACCTCACTGGGAATAGCATTGTGCGTGTC 
CGGAAAAGGGCTCCATTTGGTTCCAGCCCACTCCCCTCTGCAAGTGCCACAGCTTCCCTCAGAGCATACT 
CTCCAGTGGATCCAAGTACrCTCTCrCCTAAAGACACCACCTTCCTGCCAGCTGTTTGCCCrrTA 
TACyVCAGAATTAAAGTGGGGGAGATGGCAGACGCTTTCTCGGACCnSCCCAAGATATGTATTCTCTGAC^ 
5 CTCTTATTTGGTCATAAAACAATAAATGGTGTCAATTTCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAA 

>gi I 3387944 |gb| AAC28645 . 1 1 ionotropic ATP receptor P2X5b [Homo sapiens] 
(SEQ ID NO: 42) 

1 0 MGQAGCKGLCLSIiFDYKTEKYVIAKNKKVGLLYRLLQASILAYLVVWVFLIKKGYQDVDTSLQSAVITKV 
KGVAFTOTSDLGQRIVroVADYVIPAQNEGIPIXlACSKDSIXMAGEAVTAGNGVKTGRCLRRENLARGTCE 
IPAWCPLETSSRPEEPFLKEAEDFTIFIKNHIRFPKFNFSNNVMDVKDRSFLKSCHFGPKNHYCPIFRLG 
SVIRWAGSDFQDIALEGGVIGINIEWNCDLDKAASECHPHYSFSRLDNKLSKSVSSGYNFRFARYYRDAA 
GVEFRTLMKAYGIRFDVMVNGKGAFFCDLVLIYLIKKREFYRDKKYEEVRGLEDSSQEAEDEASGI/SLSB 

1 5 QLTSGPGLLGMPEQQELQEPPEAKRGSSSQKGNGSVCPQLLEPHRST 



6-PFKL 

20 >gi|35397|eiiib|X16914.l|HSPFK04 Human PFKL gene for liver-type 6- 
phosphof ructokinase (EC 2.7.1.11) exon 4 (SEQ ID NO:43) 
CCAGTCCTGGGTCCCTCTGGTGATCCCyVGGGCrGTCrGCCGCCIXXrCRTCTCTCCrrGAAGT^ 
CCTCTGTGOVGGGCGCGACTATCATTGGCACGGCrrCGCrrCXSAAGGCCTn'ACCyVCCAGGGAGGGGC^ 
GGC7VGCGGCTAACAACCTGGTCCAGCAa3GCATCACCAACCTGTGCGTCATCGGCX3GGGATGGCAGCC^ 

25 ACaVGGTGCCAACa^TCTTCCGCAGCGAGTGGGGCAGCCTGCTGGAGGAGCTGGTGGCGGAAGGTGGGTCTG 
TGCCCGGCGCACTGTAGGC 



DUSPl 

30 

>gi I 7108342 I ref I NM_004417 . 2 I Homo sapiens dual specificity phosphatase 1 
(DUSPl) , mRKA (SEQ ID NO: 44) 

TCGCTGCGAAGGACATTTGGGCTGTGTGTGCGACGCGGGTCGGAGGGGCAGTCGGGGGAACCGCGAAGAA 
GCCX3AGGAGCCCGGAGCCCCGCX;TGACX3CTCCTCTCTCAGTCCAAAAGCGGCTTTTGGTTCGG 

3 5 AGACCCGGGGGTCTAGCTTTTCCTCGAAAAGCGCCGCCCTGCCCTTGGCCCCGAGAACAGACAAAGAGCA 
CCGCAGGGCCGATCACGCTGGGGGCGCTGAGGCCXKSCCATGGTCATGGAAGTGGGCACCCTGGACGCroG 
AGGCCTGCGGGCGCTGCTGGGGGAGCGAGCGGCGCAATGCCTGCTGCTGGACTCCCGCTCCTT^ 
TTCAACGCa3GCCAa^TCGCaX3CTCTGTCAACGTGCGCTTCyVGCACCATCGTGCGGax:CGGGCCAAM 
GCGCCATGGGCCTGGAGCACATa3TGCCCAACGCCGAGCTCCGCGGCCGCCrGCn3GCCGGCGCCT 

40 CXSCCGTGGTGTTGCTGGACGAGCGCAGCGCCGCCCTGGACGGCGCCAAGCGCGACGGCACCCTGGCCCTG 
GCGGCCGGCGCGCTCTGCCGCGAGGCGCGCGCCGCGCAAGTCTTCTTCCTCAAAGGAGGATACGAAGCGT 
TTTOWCTTCCTGCCCGGAGCTGTGCAGCAAACAGTCXSACCCCCATGGGGCTCAGCCTTCCCCTGAGTAC 
TAGCGTCCCTGACAGCGCGGAATCTGGGTGCAGTTCCTGCAGTACCCCACTCTACGATCAGGGTGGCCCG 
GTGGAAATCCTGCCCTTTCrcTACCTGGGCAGTGCGTATCACGCTTCCCGCAAGGACATGCTGGATC 

45 TGGGCATAACTGCCTTGATCAACGTCTCAGCCAATTGTCCCAACCATTTTGAGGGTCACTACCAGTACAA 
GAGCATCCCrcTGGAGGAOUVCCyVCAAGGCAGACATCAGCTCCTGGTTCTU^C^ 

GACTCCATCAAGAATGCTCGAGGAAGGGTGTTTGTCCACTGCCAGGCAGQCATTTCCCGGTCAGCCACCA 
TCTGCCTTGCITACCTTATGAGGACrAATCGAGTCAAGCTGGACGAGGCCrrTTC 

GCGAAGCATCATCTCTCCCAACTTCAGCTT(mTGGGCCAGCTGCTGCAGTTTGAGTCCCAGGTGCTGGCT 
5 0 CCGCACTGTTC^3GCAGAGG(rnXMAQCCCCGCCATGG<nX3TGCTCGACCQAGGCACCTCCACC7VC^ 

TGTTCAACTTCCCCGTCTCCATCCCTGTCCACTCCACGAACAGTGCGCTGAGCTACCTTCAGAGCCCCAT 
TACGACCriXrrCCCAGCTGCTGAAAGGCCACGGGAGGTGAGGCrrCTTCACATCCCATTGGG 
CCTTGAGAGGAGAAATGCAATAACTCrGGGAGGGGCTCGAGAGGGCTGGTCCTTATTTATTTAACTTCAC 
CCGAGTTCCTCTGGGTTTCTAAGCAGTTATGGTGATGACTTAGCGTCAAGACATTTGCTGAACTCAGCAC 
5 5 ATTCGGGACCAATATATAGTGGGT ACATCAAGTCCATCTGAC AAAATGGGGCAGAAGAGAAAGGACTCAG 
TGTGTGATCCGGTTTCnTTTTGCTCGCCCCTGTTTrrTGTAGAATCTCTTCATG 

GTATTATTCCCGACGACACATATACATATGAGAATATACCrTATTTATTTTTGTGTAGGTGTCTGCCTTC 
ACAAATGTCATTGTCTACTCCTAGAAGAACCy^AATACCTCAATTTTTGTTTTTGAGTACTGTACT 
GTAAATATATCTTAAGCAGGTTTGTTTTCAGCACTGATGGAAAATACCAGTGTTGGGlTl-rrmTAGTT 
60 GCCAACAGTTGTATGTTTGCTGATTATTTATGACCTGAAATAATATATTTCTTCTTCTAAGAAGACAT^ 
TGTTACATAAGGATGACTTTTTTATACAATGGAATAAATTATGGCATTTCTATTG 
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>gi|4758204|ref |NP_004408.l| dual specificity phosphatase 1; 
serine/threonine specific protein phosphatase (Homo sapiens] (SEQ ID NO:45) 
MVMEVGTIJ)AGGLRM.LGERAAQCLLIJ3CRSFFAFNAGHIAGSVNVRFSTIVRRRAKGAMGLEHIVPNAB 
5 UIGRLLAGAYHAVVLLDERSAALDGAKRDGTLAIAAGALCRKARAAQVFFLKGGYEAFSASCPELCSKQS 
TPMGLSLPLSTSVPDSAESGCSSCSTPLyDQGGPVEILPFLYLGSAYHASRKDMLDALGITALINVSANC 
PNHFEGHYQYKSIPVEDNHKADISSWFNEAIDFIDSIKNAGGRVFVHCQAGISRSATICLiAYLMRTNRVK 
LDEAFEFVKQRRSIISPNFSFMGQLLQFESQVLAPHCSAEAGSPAMAVLDRGTSTTTVPNFPVSIPVHST 
NSALSYLQSPITTSPSC 

10 

KIAA0251 

>gi |2055294 |dbj |D87438. 1 1 Human mRNA for KIAA0251 gene, partial cds (SEQ ID 
15 N0:46) 

CGGGGGACGTCAGCGCTGCCAGCGTGGAAGGAGCTGCGGGGCGCGGGAGGAGGAAGTAGAGCCCGGGACC 
GCCAGGCO^CCACCGGCCGCCrCAGCCATGGACGCGTCCCTGGAGAAGATAGCAGACCCCaiCGTTAGCTG 
AAATGGGAAAAAACTTGAAGGAGGCAGTGAAGATGCTGGAGGACAGTCAGAGAAGAACAGAAGAGGAAAA 
TGGAAAGAAGCTCATATCCGGAGATATTCCAGGCCCACTCCAGGGCAGTGGGCAAGATATGGTGAGCATC 

20 CTCCAGTTAGTTCAGAATCTCATGCATGGAGATGAAGATGAGGAGCCCCAGAGCCCCAGAATCCAAAATA 
TTGGAGAACAAGGTCATATGGCTTTGTTGGGACATAGTCTGGGAGCTTATATTTCAACTCTGGACAAAGA 
GAAGOTGAGAAAACTTACAACrAGGATACTTTCAGATACCACCTTATGGCTATGCAGAATTT^ 
GAAAATGGGTGTGCTTATTTCCACGAAGAGGAAAGAGAAGGACTTGCAAAGATATGTAGGCTTGCCATTC 
ATTCTCGATATGAAGACTTCGTAGTGGATGGCTTCAATGTGTTATATAACAAGAAGCCTCTCATATATOT 

25 TAGTGCTGCTGCTAGACCTGGCCTGGGCCAATACCTTTGTAATCAGCTCGGCTTGCCCTTCCCC^ 

TGCCGTGTACCCTGTAACACTGTGTTTGGATCCCAGCATO^GATGGATGTTGCCTTCCTGGAGAAACTGA 
TTAAAGATGATATAGAGCGAGGAAGACTGCCCCTGTTGCTTGTCGCAAATGCAGGAACGGCAGCAGTAGG 
ACyVCyVCAGACAAGATTGGGAGATTGAAAGAACTCTGTGAGCAGTATGGaVTATGGCTTCATGTGGAGGGT 
GTGAATCTGGC7lACATTGGCTCTGCX3TTATGTCTCCTCATCAGTGCTGGCrGCAGC 

30 TGACGATGACTCCrGGCCCGTGGCTGGGTTTCCCAGCTGTrCCTGCGGTGAOiCTGTATAAAavCGATGA 
CCCTGCCTTGACTTTAGTTGCTGGTCITACATCAAATAAGCCCACAGACAAACTCCGTGCCCre 
TGGTTATCTTTACAATACTTGGGACriTGATGGGTTTGTGGAGAGGATCAAGCATGCCrrGTCi^ 
AAOMTTGCAGGAAAGTTTGAAGAAAGTGAATTACATCAAAATCTTGGTGGAAGATGAGCTCAGCTCCCC 
AGTGGTGGTGTTCAGATTTTTCCAGGAATTACaVGGCTCAGATCCGGTGTTTAAAGCCGTCCCAGTGCCC 

35 AACATGACACCTTCAGGAGTCGGCCGGGAGAGGCACTCGTGTGACGCGCTGAATCGCTGGCTGGGAGAAC 
AGCTGAAGCAGCTGGTGCCTGCJVAGCGGCCTCACAGTCATGGATCTGGAAGCrrcAGGGCACGTGTTTGCG 
GTTCAGCCCTTreATGACCGCAGCAGTTTTAGGAACTCGGGGAGAGGATGTGGATCAGCTCGTAGCCTGC 
ATAGAAAGCAAACTGCCAGTGCTGTGCTGTACGCTCCAGTTGCGTGAAGAGTTCAAGCAGGAAGTGGAAG 
CAAC7VGCAGGTCTCCTATATGTTGATGACCCTAACTGGTCTGGAATAGGGGTTGTCAGGTATGAACATGC 

40 TAATGATGATAAGAGCAGTTTGAAATCAGATCCCGAAGGGGAAAACATCCATGCTGGACTCCTGAAGAAG 
TTAAATGAACTGGAATCTCACCTAACCTTTAAAATAGGCCCTGAGTATAAGAGCyVTGAAGAGCTGCC^ 
ATGTCGGCATGGCX3AGCGACAACGTCGATGCT^CTGAGCTCGTGGAGACCATTGCGGCCACAGCCCGGGA 
GATAGAGGAGAACTCGAGGCTTCTGGAAAAOVTGACAGAAGTGGTTCGGAAAGGCATTCAGGAAGCTCAA 
GTGGAGCrea^GAAGGCAAGTGAAGAACGGCTTCTGGAAGAGGGGGTGTTGOKKIAGATCCC^ 

45 GCTCCGTGCTGAATTGGTTTTCTCCGGTCCAGGCTITACAGAAGGGAAGAACTTTTAACn 

CTCTCTGGAGTCCACAGAACCCATATATGTCTACAAAGCACAAGGTGCAGGAGTCACGCTGCCTCCAACG 
CCCTTOGGO^GTCGCACCAAGCAGAGGCrrrCavGGCCAGAAGCCTTTTAAAAGGTCCCrGCGAGGT^ 
ATGCTTTGAGTGAGACCAGCTCyVGTCAGTCACATTGAAGACTTAGAAAAGGTGGAGCGCCTATCCAGTGG 
GCCGGAGCAGATCACCCTCGAGGCCAGCAGCACTGAGGGACACCCAGGGGCTCCCAGCCCTCAGCACACC 

50 GACCAGACCGAGGCCTTCCAGAAAGGGGTCCCACACCCAGAAGATGACCACTCACAGGTAGAAGGACCGG 
AGAGCTTAAG ATGA GACTCATTGTGTGGTTTGAGACTGTACTQAGTATTGTTTCAGGGAAGATGAAGTTC 
TATTGGAAATGTGAACTGTGCCACATACrrAATATAAATTACTGTTGTTTGTGCTTCACrGGGATTTT<^ 
ACAAATATGTGCCTGAAAGGTAGGCTTTCTAGGAGGGGAGTCAGCTTGTCTAACTTCATGTACATGTAGA 
ACCACGTTTGCTCTCCTACTACGACnTTTCCCTAAGTTACCATAAACACATTTTATTCACAAAAA^ 

5 5 TCGAATTTCAAGTGTCTACCAGTAGCACCCTTGCrrCTTTCTAAACATAAGCCTAAGTATATGAGGTTGCC 
CGTGGCAACTTTTTGGTAAAACAGCTTTTCATTAGCACTCTCCAGGTTCTCTGCAACACl^ 
GAGACT^CrGTATCCTTTGCTGTaMTCTTTAGTACGATCAAGTTGCAATATACAGTGGGAC^ 
CTTGAAGGAGAGCAGTGATTGTGGGATTGTAAATAAGAGCATCAGAAGCCCTCCCCAGCTACTGCTCTTC 
GTGGAGACTTAGTAAGGACTGTGTCTACTTGAGCTGTGGCAAGGCTGCTGTCTGGGACTGTCCTCTGCCA 

60 CAAGGCCATTTCTCCCATTATATACCGTTTGTAAAGAGAAACTGTAAAGTCTCCTCCTGACCATATATTT 
TTAAATACTGGCAAAGCTTTTAAAATTGGCACACAAGTACAGACTGTGCTCATTTCTGTTTAGTATCTGA 
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AAACCTCIATAGATGCTACCCTTAAGAGCTTGCTCTTCCGTGTGCTACGTAGCACCCACCTGGTTAAAATC 
TGAAAACAAGTACCCCTTTGACCTGTCTCCCACTGAAGCnTCTACTGCCCrrGGCAGCrrCGCCTGGGC 
ACTCyvGAAACAGGAGCCAGCAGAGCACrrCTCTCACGCTGATCCMCCGGGCACCCTGCTTAAGTCAGTAG 
AAGCTCGCTGGCACTGCCCGTTCCTACITTTCCGAAGTACTGCGTCACTTTGTCGTAAGTAAT^ 
5 GTGCCTTCITAATCCAGCAGTCAAGCrTrrGGGAGACCrrGAAAATGGGAAAATTCAC^ 

ACTGTAGTATTGGAAGCCTTAGTTATAGTATATTAAGCCTATAATTATACTCTGATTTCATGGGATTTT^ 
GACATTTACaVCTTGTCAAAATGCAGGGGGTTTTTTITGGTGCy^GATGATTAAA 

TGCAATGAAGTATAGCAGATAAAATGGGGGAGGGGTAAATTATCACCITCAAGAAAATTACATGTTTTTA 
TATATATTTGGAATTGTTAAATTGGTTTTGCTGAAACATTTCACCCTTGAGATATTATTO 
1 0 TTCAATAAAGGTTCTTGAAATTGTT 

>gi I 2055295 |dbj |bAA19780. 1 1 Similar to a C. elegans protein in cosmid 
C14H10 [Homo sapiens] (SEQ ID NO: 47) 

GGRQRCQRGRSCGAREEEVEPGTARPPPAASAMDASLEKIADPTLAEMGKNLKEAVKMLBDSQRRTEEEN 
15 GKKLISGDIPGPLQGSGQDMVSILQLVQNLMHGDEDEEPQSPRIQNIGEQGHMALLGHSLGAYISTLDKE 
KLRKLTTRILSDTTLWLCRIFRyENGCAyPHEEEREGLAKICRLAIHSRYEDFVVDGFNVLYNKKPViyL 
SAAARPGLGQYLCNQLGLPFPCIiCRVPCNTVFGSQHQMDVAFLEKLIKDDIERGRLPLLLVANAGTAAVG 
HTDKIGRLKELCTQYGIWLHVEGVNIATUUiGYVSSSVLAAAKCDSrO'MTPGPWLGLPAVPAVTLYKHDD 
PALTLVAGLTSNKPTDKLRALPLWLSLQYLGLDGFVERIKHACQLSQRLQESLKKVNYIKILVEDBLSSP 
20 VWFRFFQELPGSDPVFKAVPVPNMTPSGVGRERHSCDALNRWLGEQLKQLVPASGLTVMDLEAEGTCLR 
FSPLMTAAVLGTRGEDVDQLVACIESKLPVLCCTLQLREEFKQEVEATAGLLYVDDPNWSGIGWRYEHA 
NDDKSSLKSDPEGENIHAGLLKKLNELESDLTFKIGPEYKSMKSCLYVGMASDNVDAAELVETIAATARE 
I EENSRLLENMTEWRKG I QEAQVELQKASEERLLEEGVLRQI P WGSVLNWFS PVQALQKGRTFNLTAG 
SLESTEPiyVYKAQGAGVTLPPTPSGSRTKQRLPGQKPFKRSLRGSDALSETSSVSHIEDLBKVERLSSG 
25 PEQITLEASSTEGHPGAPSPQHTDQTEAFQKGVPHPEDDHSQVEGPESLR 



GG3-1 

30 >gi I 3978237 |gb I AF070671 .1 |AF070671 Homo sapiens TNF-induced protein GG2-1 
mRNA, complete cds (SEQ ID NO: 48) 

CGGGAACCCGTGAGCCACCGAGAGAGCAGAGAACTCGGCGCCGCCAAACAGCCCAGCTCGCGCTTCAGCG 

TCCCGGCTK:C0TC«CGCCACTCCrCCX3ATGGCCACAGATGTeTTTAATTCCAAAAACCT 

CACAAAAGAAOATCTTGGGTAAAATGGTGTCCAAATCCATCGCCACCACCTTAATAGACGACACAAGTAG 

3 5 TGAGOTGCTGGATGAGCTCTACAGAGTGACCAGGGAGTACACCCAAAACAAGAAGGAGGCAGAGAAGATC 
ATCAAGAACCTCATCAAGACAGTCATCAAGCTGGCCATTCTTTATAGGAATAATCAGTTTAATCAAGATG 
AGCTAGCATTGATGaAGAAATTTAAGAAGAAAGTTCATCAGCTTGCTATGACCXjTGGTCAGTTTCCA 
GGTGGATTATACCTTTGACCGGAATGTGTTATCCAGGCTGTTAAATGAATGCAGAGAGATGCTGCACC^ 
ATCATTCAGCGCCACCT^CTGCCAAGTCACATGGACGGGTTAATAATGTCTTT^ 

40 GTGAATTTTTGGCrGCCTTGTATAATCCTTTTGGGAATTTTAAACCCCACTTACAAAAACT 

TATCaACAAAATGTTGGATGAAGAGAACATATGAGCACRTGAGTTAAGATTGTGACTGATCATGATTTAT 
TTGAAGATGGAGCACTGCTGATTTATGAAGGAAAAAAGAAGAATTTTCTAAAGATTACACATATTTCAGA 
AAGACITTACCCAATTCAGTTGTCAGACATAATGATTTATTTGAAGGCrrTGTTTTATTTG^ 
TATTGCCAAAAATTCTGGTTAAAAGCTTCCTAATGGGTAACAGACCATGGGAGAGATATGTGGTTGGGTA 

45 ATGCGAATGTAGTTATACAAAGAAAAATACAGATGTCTCCAGACCTGAGGACTTTTTAATAGGGCAGTTG 
TTGTGTTGGTGGCACATTGGATATTTCTAACATGTACAAAGCTATGTATTTTGATTT 
GCTATGTATATGTACTTTTCTTAAAATGCCAAGAACriTTCTCTTGCTATCATTGCTCCri^^ 
TCAATTTTCATGTCTACAGCTGACTCTTTTGTTAAGATTGAGTCATCGACATTCAGGATTTA^ 
GTAGTCAACCCTCAGGAAAAAAAAAATGGCrrATCTCAAATCAGTACTCTGGAAATGAACTATATTAGCT 

50 ATTATGAATAATGTCCAGTATAAGAATATGCTTCTGGAATTGAGTTCTCCTTTTAAGTACCAATGATACT 
TAAATTTCTCAGAAATGTAATGGTGTGTCATTGCCTTGAAATGCTTGCTTAGGGCTTCT^ 
TTAAAAAGTGCTGGTGAATTTTCCATTTTTTACATCCATTTCACATGTAAGAGACyUV^^ 
GGTCTTGATATTGAGATAATAAAAAGTAAGTAGCATTAAGAAAGGTAACAATCTTCATTCTACAGATGAA 
CTCATTGAAACAATTTAGGGGAATGAGGGGCAAAAGGGGAGAAATACTGCTAAAGAACATGAGCATAAAA 

5 5 ATGCGTGCGTTTCAGTGTTTAAG AAGGCTTGATAAAGAATGTCACTTTITTATTTAACTGATAAGAT^^ 
TGTTATTTTTTACTTTGATAAGTAAACCAAAGAATATTTGTATTTCAAGCAGTTTGTGTGGTGTT^ 
ATAATTTTCTGTGTATAAATAATAAAGTAGGCATTTGTTTATTTTGTAAAAAAGAAATGAAAATCTGCTG 
GCCAGCTATGTCCTCTAGGAAATGACAGACCCykACCACCAGCAATAAACATTTCCATTGCCAAAAAAAAA 
AA 

60 
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>gi |3978238 |gb|AAC83229. 1 1 TNF-induced protein GG2-1 [Homo sapiens) (SEQ ID 
NO:49) 

MATDVFNSKNIAVQAQKKILGKMVSKSIATTLIDDTSSEVU3ELYRVTREYTQNKKEAEKIIKNLIKTVI 
KLAILYRiraQFNQDEIJUiMEKFKKKVHOlAAMTWSFHQVDyTFDRNVLSRLLNECREMIJIQI 
5 SHGRVNNVFDHFSDCEFLAALYNPFGNFKPHLQKLCDGINKMLDEENI 



Grb? 

10 >gi |4885354 I ref |NM_005310 . 1 1 Homo sapiens growth factor receptor -bound 
protein 7 (GRB7) , mRKA (SEQ ID NO:50) 

CAC7VGGGCTCCCCCCCGCCTCTGACTTCTCTGTCCGAAGTCGGGACACCCTCCTACCACCTGTAGAGAAG 
CGGGAGTGGATCTCAAATAAAATCCAGGAATCTGGGGGTTCCTAGACGGAGCCAGACTTCGGAACXKSGTG 
TCCTGCTACTCCTGCTGGGGCTCCTCCAGGACAAGGGCACACAACTGGTTCCGTTAAGCCCCTCrCTCGC 

1 5 TCAGACGCC ATGG AGCTGGATCTGTCTCCACCrCATCTTAGCAGCTCTCCGGAAGACCTTTGGCCAGCCC 
CTOGGACCCCTCCrrGGGACrCCCCGGCCCCCTGATACCCCTCTGCCrrGAGGAGGTAAAGAGGTCCCAGCC 
TCTCCTCATCCCaACCACCGGCAGGAAACTTCGAGAGGAGGAGAGGCGTGCCACCTCCCTCCCCTCTATC 
CCCAACCCCTTCCCTGAGCTCTGCAGTCCTCCCTCACAGAGCCCAATTCTCGGGGGCCCCTCCAGTGCAA 
GGGGGCTGCTCCCCCGCGATGCCAGCCGCCCCCATGTAGTAAAGGTGTACAGTGAGGATGGGGCCTGCAG 

20 GTCTOTGGAGGTGGCAGCAGGTGCCACAGCTCGCCACGTGTGTGAAATGCTGGTGCAGCGAGCTCACGCC 
TTGAGCGACGAGACCTGGGGGCTGGTGGAGTGCCACCCCCACCTAGCACrGGAGCGGGGTTTGGAC^ 
ACGAGTCCGTGGTGGAAGTGOVGGCTGCCTGGCCCGTGGGCGGAGATAGCCGCTTCGTCTTCCGGAAAAA 
Cn^CXSCaU^GTACGAACTGTTCAAGAGCTCCCCACACTCCCTGTTCCCAGAAAAAATGGTCrrCCAGC^ 
CTCGATGCACAavCTQGTATATCCCATGAAGACCTCATCCAGAACTTCCrGAATGCTGGCAGCTT^ 

25 AGATCXIAGGGCTTTCrcCAGCTGCGGGGTrCAGGACGGAAGCTTTGGAAACGCTTTT^ 

CCGATCTGGCCTCTATTACTCCACCAAGGGCACCTCTAAGGATCCGAGGCACCTGCAGTACGTGGCAGAT 
GTGAACGAGTCCAACGTGTACX3TGGTGACGCAGGGCCGCAAGCTCTACXKK3ATGCCCACTGACTTCGGTT 
TCTGTGTCAAGCCCAACAAGCTTCGAAATGGACACAAGGGGCTTCGGATCTTCTGCAGTGAAGATGAGCA 
GAGCCGCACCTGCTGGCTGGCTGCCTTCCGCCTCTTCTiAGTACGGGGTGCAGCTGTACAAGAATTACCAG 

30 aVGGCACAGTCrCXSCCATCTGCATCCATCrTGTTTGGGCTCCCCACCCrTGAG 

CCCIXK3TGGCCy^TGGACrTCTCTGGCC7^TGCTGGGCGTGTCyVTTGAGAACCCCCGGGAG^ 
GGCCCrcGAGGAGGCCCAGGCCTGGAGGAAGAAGACAAACCACCGCCTCAGCCTGCCCyVTGCCAGCCr^ 
GGCACGAGCCTCAGTGCAGCCATCCACCGCACCa\ACrCTGGTTCCACGGGCGCATTTCCCGTGAG<^ 
GCCAGCGGCTTATTGGACAGCAGGGCTTGGTAGACGGCCTGTTCCTGGTCaXKSAGAGTCAGCGGAACCC 

35 CCAGGGCTTTGTCCrCTCTTTGTGCCACCTGCAGAAAGTGAAGCATTATCrCATCCTGC^ 
GAGGGTCGCCnXSTACTTCyiGCATGGATGATGGCCAGACCCGCTrCACTGACCTGCTGCAGCT 
TCCACCAGCTGAACCGCGGCATCCTGCCGTGCTTGCTGCGCCATTGCTGCACGCGGGTGGCCCTC TGA CC 
AGGCCGTGGACTGGCTCATGCCTCAGCCCGCCTTCAGGCTGCCCGCCGCCCCTCCACCCATCCAGTGGAC 
TCTGGGGCGCGGCCACAGGGGACGGGATGAGGAGCGGGAGGGTTCCGCCACTCCAGTTTTCTCCrCTGCT 

40 TCrrTTGCCTCCCTCAGATAGAAAACAGCCCCCACTCCAGTCCACTCCTGACCCCTCTCCTCAAGGGAAGG 
CCTTGGGTGGCCCCCTCTCCTTCTCCTAGCTCTGGAGGTGCTGCTCTAGGGCAGGGAATTAT^ 
TGGGGGCAGCCCAGGCGGTTTCAOJCCCCACACTTTGTACAGACCGAGAGGCCAGTTGATCTGCTCTGTT 
TTATACTAGTGACAATAAAGATTATTTTTTGATAC 

45 >gi|4885355 |ref |NP_005301.l| growth factor receptor-bound protein 7 [Homo 
sapiens] (SEQ ID NO: 51) 

MELDLSPPHLSSSPEDLWPAPGTPPGTPRPPDTPLPEEVKRSQPLLIPTTGRKLREEERRATSLPSIPNP 
FPELCSPPSQSPILGGPSSARGLLPRDASRPHWKVYSEDGACRSVEVAAGATARHVCEMLVQRAHALSD 
ETWGLVECHPHLALERGLEDHES WEVQAAWPVGGDSRFVFRKNFAKYELFKS S PHS LFPEKMVS SCLDA 
50 HTGISHEDLIQNFLNAGSFPEIQGFLQLRGSGRKLWKRFFCFLRRSGLyySTKGTSKDPRHLQyVADVNE 
SNVYWTQGRKLYGMPTDFGFCVKPNKLRNGHKGLRIFCSEDEQSRTCWLAAFRLFKYGVQLyKNYQQAQ 
SRHLHPSCLGSPPLRSASDNTLVAMDFSGHAGRVIENPREALSVALEEAQAWRKKTNHRLSLPMPASGTS 
LSAAIHRTQLWFHGRISREESQRLIGQQGLVDGLFLVRESQRNPQGFVLSLCHLQKVKHYLILPSEEEGR 
LYFSMDDGQTRFTDLLQLVEFHQLNRGILPCLLRHCCTRVAL 

55 

SH3-B 

>gi I 8163910 |gb|AF227968. 1 |aF227968 Homo sapiens SH2-B beta signaling 
60 protein (SH2B) tnRNA, complete cds, alternatively spliced (SEQ ID NO: 52) 
GAGCCGCCGCCGCCGCCX3GAGCrrAACCTCGGGGACCGAGATGCAGCTGCTGCCX!CCCACCCCTCGTCTTC 
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TGGCTGCCTCCCTCTTTGTGCCCCACAGGCTCCCCCTCTCCACCTCCnKXJGCCCATCATC 
CCITCCCCAGAGGACGGGGCCTCCCCCTCGTCTCCCCCGCTGCCCCCACCCCCGCCCCCTAGTTGGCGGG 
AGTTCTGTGAGTCCCACGCCCGGGCTGCGGCTCTGGACTTTGCCCGCCGTTTTCGCCTCTACCTGGCCT 
CCACCCCCAATATGCGGGGCCCGGGGCCGAGGCTGCCTTCTCCCGCCGTTTTGCTGAGCTCTTCCTGCAG 
5 CACTTTGAAGCCGAGGTGGCCCGGGCCTCTGGCrCCCrcTCGCCACCCATCCTGGCTCCCCTGAGCCCTG 
GTGCGGAGATTTCGCCACATGACCTGTCCCTTGAGAGCTGCAGGGTGGGTGGGCCCCTGGCTGTGCTC^ 
CCCTTCTCGATCATCTGAGGACCKXSCCGGCCCCCTCCCrrCCTCAGTCTCTTCCTCCTCTACAACCTCC 
TCCAAGCCGAAGCTCAAGAAGCGCTTTTCCCTGCGTTCAGTGGGTCGCTCTGTCCGAGGCTCAQTCCGTG 
GOVTCCTGCAGTGGCGGGGGACCGTTGACCCTCCCTCCTCCGCTGGGCCCCTGGAGACCTCGTCAGGCCC 

1 0 CCCTGTCTTAGGTGGAAACAGCAACTCCAACTCCTCTGGCGGGGCTGGGACCX3TTGGTAGGGGACTGGTC 
AGTGATGGAACGTCCCCrrGGGGAAAGATGGACTCACCGTTTTGAGAGGCTGAGACTCAGTCGGGGAGGGG 
GCGCCTTCAAGGATGGAGCAGGGATGGTGCAGAGGGAAGAGCrre(n<3AGTTTCATGGGGGCTGAGGAGGC 
AGCCCCTGACCCAGCCGGAGTGGGCCGGGGAGGAGGGGTGGCnXSGGCCTCCTTCAGGGGGAGGAGGGCAG 
CCTCAGTGGCAGAAGTGTCGCCTGCTGCTTCGAAGTGAAGGAGAAGGAGGAGGAGGAAGTCGCCTGGAGT 

1 5 TCTTTGTACCACCCAAGGCCTCTCGGCCCCGACTCAGCATCCCCTGCTCTTCTATCACAGACGTCCGGAC 
AACCACAGCCCTGGAGATGCCTGACCGGGAGAACAraTTTGTGGTTAAGGTGGAAGGTCCATCCGAGTAT 
ATCATGGAGACAGTGGATGCCCAGCATGTGAAGGCCTGGGTGTCTGACATCCAAGAATGCCTGAGCCCAG 
GACCCTGCCCTGCaVCOVGTCCCCGCCCCATGACCCTCCCTCTGGCCCCTGGGACCTCATTCCTTACAAG 
GGAGAACACAGACAGCCTXXSAGCTGTCCroCCrroAATCACTCGGAGAGTTTACCCAGCCA 

20 CTTGGACCCAGCGAGAGCAATGACCGCCTGTCGCAGGGGGCATATGGGGGCCTCTCAGACCGCCCCTCGG 
CATCCATCrCCCCCAQCTCTGCCTCCATTGCCGCCTCayVTTTTGACriWATGGAACTC 
GTTGCCCCCCCGCATCCCCATTGAAGAGGGACCCCCAGCAGGGACAGTTCATCCCCTCTCAGCCCCCTAC 
CCTCCCnrGGACACTCCGGAAACAGCCACAGGGTCCTTCCTGTTCCAGGGGGAGCCAGAGGGCGGTGAGG 
GGGACCAGCCCCTCTCAGGGTATCCTTGGTTCCACGGGATGCTCTCTCGGCTC^ 

25 GCTGACTGGCGGCyvCTGGCTCCCy^CGGTGTCTTCCTGGTGCGCCAGAGTGAGACAAGGCGGGGTGAATAC 
GTCCrCACCTTCAACTTCCAGGGCAAGGCCAAGCACCreCGTTTGTCGCTGAACGAGGAGGGTCAGTGCC 
GGGTCCAGCACCTGTGGTTCCAGTCCATTTTCGATATGCTCGAGCACTTCCGGGTGCACCCCATCCCTTT 
GGAGTCGGGAGGCTCCAGTGATGTTGTCCTTGTCAGCTATGTCCCATCCTCCCAGCGACAGCAGGGCCGG 
GAGCAGGCTGGGAGCCATGCGGGGGTGTGCGAGGGAGATGGATGCaVCCCCGATGCCTCCTGCTlCCCrCA 

3 0 TGCCCTTCGGAGCGAGTGACTGTGTAACCGACCACCTCCCATGACCCACCCCAGCCCCCTGAACCCCCTT 
CATGGACAGATCCCCCACAGCCTGGGGCAGAAGAGGCGTCGAGGGCGCCAGAAGTGGCGGCAGCAGCAGC 
CGCAGCAGCCAAAGAGAGGCAAGAGAAAGAGAAAGCGGGCGGTGGAGGGGTCCCGGAAGAGCTGGTCCCC 
GTGGTTGAGCTGGTCCCCGTGGTTGAATTGGAAGAGGCCATAGCCCCAGGCTCAGAGGCCCAGGGCGCTG 
GGTCTGGTCGGGACGCGGGGGTGCCCCCAATGGTGCAGCTGO^GCAGTCACCACTAG^ 

3 5 GGAAGGGGGCCACCCCAGGGCCATTAACAACCAGTACTCCTTCGTGTGAGCCAACCCCACCCGCTCCACC 
CTTTTTAAACCCCCCAGCCCTGCTCGTGAGATTGGGCTGGGTAGGGACAGAGGAGGCCGAAATCCCTCCC 
Ca^TGCTTCCrGACCCTTGTTGGCCAAGGGCATCTITGATGGTACAAGCAGAGGCTC^^ 
GTCACACTlCTACAGGTCCCCTCCCCAGGGCAGGGGATTroGGCTCCATGAGCTCCrrTGAGGGGCTCTTCT 
GGTCAGCCCCACCCTGGGGGCCATTTCCCCATTAACTACCCCCAGCCCGAGGCAGGGTGAGGGGGAAGGO 

40 CTGTCAGTTACATTAAGGTGGTTGTTGTTGTTGTTTTAAACAAAATGGAGAAGCATAAATAAATAAAAAG 
GTTTATCTCGGTTCAAAAAAAAA 

>gi|81G3911|gb|AAF73913.l|AF227968_l SH2-B beta signaling protein [Homo 
sapiens] (SEQ ID NO: 53) 

45 MNGAPSPEDGASPSSPPLPPPPPPSWREFCESHARAAAIiDFARRFRLYLASHPQYAGPGAEAAFSRRFAE 
LFLQHFEAEVARASGSIiSPPILAPLSPGAElSPHDLSLESCRVGGPLAVUSPSRSSEDLAGPLPSSVSSS 
SrrSSKPKLKKRFSIiRSVGRSVRGSVRGILQWRGTVDPPSSAGPLETSSGPPVLGGNSNSNSSGGAGTVG 
RGLVSDGTSPGERVfTHRFERLRLSRGGGALKDGAGMVQREELLSFMGAEEAAPDPAGVGRGGGVAGPPSG 
GGGQPQWQKCRLLLRSEGEGGGGSRLEFFVPPKASRPRLSIPCSSITDVRTTTALEMPDRENTFWKVEG 

50 PSEYIMETVDAQHVKAWVSDIQECLSPGPCPATSPRPMTLPIiAPGTSFLTRENTDSLELSCLNHSESLPS 
ODLLLGPSESNDRLSCXSAYGGLSDRPSASISPSSASIAASHFDSMEIiLPPELPPRIPIEEGPPAGTVHPL 
SAPYPPLDTPETATGSFLFQGEPEGGEGDQPLSGYPWFHGMLSRLKAAQLVLTGGTGSHGVFLVRQSETR 
RGEYVLTFNFQGKAKHLRLSLNEEGQCRVQHLWFQS I FDMLEHFRVHP I PLESGGSSDWLVS YVPSSQR 
QQGREQAGSHAGVCEGDGCHPDASCTLMPFGASDCVTDHLP 

55 

STATl 

>gi I 6274551 1 ref |NM_007315 . 1 1 Homo sapiens signal transducer and activator 
60 of transcription 1, 91kD (STATl), mRNA (SEQ ID NO:54) 

ATTAAACCTCTCGCCGAGCCCCTCCGCAGACTCTGCGCCGGAAAGTTTCATTTGCTGTATGCCATCCTCG 
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AGAGCTGTCTAGGTTAACGTTCGCACTCTGTGTATATAACCTCGAC7VGTCTTGGCACCTAACGTGCTGTG 
CGTAGCTGCTCCTITGGTTGAATCCCCAGGCCCrrTGTTGGGGCACAAGGTGGCAGGATC 
CGAACTTCAGCAGCTTGACTCyWVAATTCCTGGAGCAGGTTCACCAGCTTTAlKlATGACAGTT^ 
GAAATCAGACAGTACCTGGCACavGTGGTTAGAAAAGCAAGACTGGGAGCACGCTGCCAATGATGTTTCAT 
5 rrGCCACCATCCGTTTTCATGACCTCCTGTCACAGCTGGATGATCAATATAGTCGCTTITC^^ 

TAACTrCTTGCTAOVGCATAACATAAGGAAAAGCAAGCGTAATCTTCAGGATAATTTTCAGGAAGACCCA 
ATCaVGATGTCTATGATCATTTACAGCTCTCTGAAGGAAGAAAGGAAAATTCTGGAAAACGCCCAGAGAT 
TTAATCAGGCrCAGTCGGGGAATATTCAGAGCACAGTGATGTTAGAOU^CAGAAAGAGCriTGACAGTAA 
AGTCAGAAATGTGAAGGACAAGGTTATGTGTATAGAGCATGAAATCAAGAGCCTGGAAGATTTACAAGAT 

1 0 GAATATGACTTCAAATGCAAAACCTTGCAGAACAGAGAACACX3AGACCAATGGTGTGGCAAAGAGTGATC 
AGAAACAAGAAOVGCTGTTACTCAAGAAGATGTATTrAATGCTTGACAATAAGAGAAAGGAAGTAGTTCA 
CAAAATAATAGAGTTQCTGAATGTCACTGAACTTACCCAGAATGCCCTGATTAATGATGAACTAGTGGAG 
TGGAAGCGGAGACAGCAGAGTOCCTGTATTGGGGGGCCGCCCAATGCTTGcnTGGATCAGCTGCAGAACT 
GGrrCACTATAGTTGCGGAGAGTCTGCAGCAAGTTCGGCAGCAGCrTAAAAAGTTGGAGGAATTGGAACA 

1 5 GAAATACACCTACGAACATGACCCTATCACAAAAAACAAACAAGTGTTATGGGACCGCACCTTCAGTCTT 
TTCCAGCAGCTCATTCAGAGCTCGTITGTCGTGGAAAGACAGCCCTGCATGCCAACGCACCCTCAGAGGC 
CGCTGGTCTTGAAGACAGGGGTCCAGTrOVCTGTGAAGTTGAGACTGTTGGTGAAATTGCAAGAGCTGAA 
TTATAATTTGAAAGTCAAAGTCTTATTTGATAAAGATGTGAATGAGAGAAATACAGTAAAAGGATTTAGG 
AAGTTCAACATTTTGGGCACGCACACAAAAGTCATGAACATGGAGGAGTCCACCAATGGCAG^^ 

20 CTGAATTTCGGCACCTGCAATTGAAAGAACAGAAAAATGCrGGCACCAGAACGAATGAGGGTCCrrCTCAT 
CGrTACTGAAGAGCTTCACTCCCTTAGTTTTGAAACCCAATTGTGCCAGCCTGGTTTGGTAATTC 
GAGACGACCTCTCTGCCCGTTGTGGTGATCTCCAACGTCAGCCAGCTCCCGAGCGGTTGGGCCTCCATCC 
TTTGGTACAACATGCTGGTGGCGGAACCCAGGAATCTGTCCITCTrCCTGACTCCACCATGTGCa 
GGCTCAGCTTTCAGAAGTGCrGAGTTGGCAGrrrrClTCTGTCACCyVAAAGAGGTCT^ 

25 CTGAACATGTTGGGAGAGAAGCTTCTTGGTCCTAACGCCAGCCCCGATGGTCTCATTCCGTGGACGAGGT 
TTTGTAAGGAAAATATAAATGATAAAAATTTTCCCTTCTGGCTTTGGATTGAAAGCATCCTAGAACTCA 
TAAAAAACACCTGCTCCCTCTCTGGAATGATQGGTGCATCATGGGCTTCATCAGCAAGGAGCGAGAGCGT 
GCCCTGTTGAAGGACCAGCAGCCGGGGACCTTCCTGCTGCGGTTCAGTGAGAGCTCCCGGGAAGGGGCCA 
TOVCaiTTCACATGGGTGGAGCGGTCCCAGAACGGAGGCGAACCTGACTTCCATGaBGTTGAACCCTAC^ 

30 CJAAGAAAGAACTTTCrGCTGTTACTTTCCCTGACyVTCATTCGCAATTACAAAGTCATGGCTGCTC 

ATTCCTGAGAATCCCCTGAAGTATCTGTATCCAAATATTGACAAAGACCATGCCTTTGGAAAGTAT^ 
CCAGGCCyVAAGGAAGCACCAGAGCCAATGGAACTTCATGGCCCrAAAGGAACTGGATATATCAAGACTGA 
GTTGATTTCTGTGTCrGAAGTTCACCCTTCTAGACrrTCAGACCTVCAGACAACCTGCTCCCCATGTCTCCT 
GAGGAGTTTGACGAGGTGTCTCGGATAGTGGGCTCTGTAGAATTCGACAGTATGATGAACACAGTATAGA 

3 5 QCATGAATTTTTTTCATCTTCTCTGGCGACAGTTTTCCTTCrCATCTGTGATTCCC^ 

TCCriTCACATCCTGTGTTTCTAGGGAAATGAAAGAAAGGCCAGCAAATTCGCrcCAACCTGTT^ 
AGTGAATTTTTCTCTAACTaVGAAACATCAGTTACrCTGAAGGGCy^TCATGCATCTTACTGAAGG^ 
TTGAAAGGCATTCTCTGAAGAGTGGGTTTCACAAGTGAAAAACATCCAGATACACCCAAAGTATCAGGAC 
GAGAATGAGGGTCCTTTGGGAAAGGAGAAGTTAAGCAACATCTAGCAAATGTTATGCATAAAGTCAGTGC 

40 CCAACTGTTATAGGTTGTTGGATAAATCAGTGGTTATTTAGGGAACTGCTTGACGTAGGAACGGTAAATT 
TCTGTGGGAGAATTCTTACATGTTTTCTTTGCTTTAAGTGTAACTGGCAGTTTTCCATT^ 
GAAATAGTTCAAAGCCAAGTTTATATACAATTATATCAGTCCTCTTTCAAAGGTAGCCATCATGGATCTG 
GTAGGGGGAAAATGTGTATTTTATTACATCTTTCACATTGGCTATTTAAAGACAAAGACAAATTCTC 
CITGAGAAGAGAATATTAGCTTTACTGTTTGTTATGGCTTAATGACACTAGCTAATATCAATAGAAGGAT 

45 GTACATTTCCAAATTCACAAGTTGTGTTTGATATCCAAAGCTGAATACATTCTGCTTTCATCTTGGTCAC 
ATACAATTATTTTTACAGTTCrCCCAAGGGAGTTAGGCTATTCACAACCyVCTCATTCAAAAGTTGAAAT^ 
AACCATAGATGTAGATAAACTCyVGAAATTTAATTCATGTTrCTrAAATGGGCTACTTTGTCCn'lTl'KSTT 
ATTAGGGTGGTATTTAGTCTATTAGCCACAAAATTGGGAAAGGAGTAGAAAAAGCAGTAACTGACAACTT 
GAATAATACACCAGAGATAATATGAGAATCAGATCATTTCAAAACTCATTTCCTATGTAACTGCATTGAG 

50 AACTGCATATGTTrCGCTGATATATGTGTTTTTCACATTTGCGAATGGTTCCATTCTCTC^ 
TTTCCAGACACTTTTTTGAGTGGATGATGTTTCGTGAAGTATACTGTATTTT^ 

TCACTGACACAAAAAGTAGATTAAGAGATGGGTTTGACAAGGTTCITCCCnTTTACATACTGCrroTCTAT 
GTGGCTGTATCTTGTTTTTCCACTACTGCTACCACAACrATATTATCATGCAAATGCTGTATTCTTCT^ 
GGTGGAGATAAAGATTTCTTGAGTTTTGTITrAAAATTAAAGCTAAAGTATCTGTATTGCATTAA^ 
5 5 AT ATCG ACAC AGTGCTTTCCX3TGGCACTGCAT ACAATCTG AGGCCTCCTCrrCTCAGTTTTTAT ATAGA^ 
GCGAGAACCTAAGTTTCAGTrcATTTTACy\ATTGAAATGACTAAAAAACAAAGAAGACAACATTAAAAAC 
AATATTGTTTCTA 

>gi I 6274552 |ref |NP_009330 . 1 1 signal transducer and activator of 
60 transcription 1 isoform alpha; signal transducer and activator of 

transcription- 1; signal transducer and activator of transcription 1, 91kD; 



87 



wo 03/029277 



PCT/US02/31618 



transcription factor ISGF-3; transcription factor ISGF-3 components p91/p84 
[Homo sapiens] (SEQ ID NO: 55) 

MSQWYELQQLDS KFLEQVHQLYDDS FPME IRQYLAQWLEKQDWEHAANDVS FAT I RFHDLLSQLDDQYSR 
FSLENNFLLQHNIRKSKRNLQDNFQEDPIQMSMIiySCLKEERKILENAQRFNQAOSGNIQSTVNLDKQK 
5 EUJSKVRNVKDKVMCIEHEIKSLEDLQDEYDFKCKTLQNREHETNGVAKSDQKQEQLLLKKMYLMLDNKR 
KEVVHKIIELLNVTELTQNALINDELVEWKRRQQSACIGGPPNACLDQLQNWFTIVAESLQQVRQQLKKL 
EELEQKYTYEHDPITKNKQVLWDRTFSLFQQLIQSSFWERQPCMPTHPQRPLVLKTGVQFTVKLRLLVK 
LQELNYNLKVKVLFDKDVNERimnCGFRKFlIILGTHTKVIiQmEESTNGSLAAEFTUlLQLKEQKNAGTRTO 
EGPLIVTEEIiHSLSFETQLCQPGLVIDLETTSLPVWISNVSQLPSGWASILWYNMLVAEPRjrLSFFLTP 
10 PCyuiWAQLSEVLSWQFSSVTKRGLNVDQIJmi^EKLI^PNASPIXSLIPWTRFCKENINDKNFPPWLWIES 
ILELIKKHLLPLWNDGCIMGFISKERERALLKDQQPGTFLLRFSESSREGAITFTWVERSQNGGEPDFHA 
VEPYTKKELSAVTFPDIIRNYKVMAAENIPENPLKYLYPNIDKDHAFGKYYSRPKEAPEPMELDGPKGTG 
YIKTELISVSEVHPSRLQTTDNLLPMSPEEFDEVSRIVGSVEFDSMMNTV 

15 >gi |21536299|ref |NM_007315.2 I Homo sapiens signal transducer and activator 
of transcription 1, 91kDa (STATl) , transcript variant alpha, mRNA (SEQ ID 
NO: 56) 

AGCGGGGCGGGGCGCCAGCGCTGCCTTTTCrCCrroCCGGGTAGTTTCGCrTTCCTGCGCAGA 
AGGGGCTCGGCTGCACCGGGGGGATCGCGCCTGGCAGACCCCAGACCGAGCAGAGGCGACCCAGCGCGCT 

20 CGGGAGAGGCTGCACCGCCGaJCCCCCGCCTAGCCCTTCaKJATCCrGCGCGCAGAAAAGTTTO^TTTGC 
TGTATGCCATCCTCGAGAGCTGTCTAGGTTAACGTTCGCACTCTGTGTATATAACCTOSACAGTCTTGGC 
ACCTAACGTGCTCTGCGTAGCTGCrrCCTTTGGTTGAATCCCCAGGCCCTTGTTGGGGCACAAGGTC^^ 
GATGTCTCAGTGGTACGAACTTCAGCAGCTTGACrCAAAATTCCTGGAGCAGGTTC^ 
GACAGTTTTCCCATGGAAATCAGACAGTACCTGGCACAGTGGTTAGAAAAGCAAGACrreGGAGCACGC^ 

25 CCAATGATGTTTCATTTGCCaCCyVTCCGTTTTCATGACCrrCCTGTCACAGCTGGATGATCAAT^ 
CTTTTCrTTGGAGAATAACTTCTTGCTACAGCATAACATAAGGAAAAGCAAGCGT 

TTTCAGGAAGACCCAATCC^GATGTCTATGATCATTTACAGCTGTCTGAAGGAAGAAAGGAAAATTCTGG 
AAAACGCCCAGAGATTTAATO^GGCTCAGTCGGGGAATATTCAGAGCACAGTGATGTTAGACAAACAGAA 
AGAGCTTGAC^GTAAAGTCAQAAATGTGAAGGACAAGGTTATGTGTATAGAGCATGAAATCAAGAGCCTG 

30 GAAGATTTACAAGATGAATATGACTTCAAATGCAAAACCTTGCAGAACAGAGAACACGAGACCAATGGTG 
TGGCAAAGAGTGATCAGAAACAAGAACAGCTGTTACTCAAGAAGATGTATTTAATGCTTGACAATAAGAG 
AAAGGAAQTAGTTCAO^AAATAATAGAGTTGCTGAATGTCACTGAACTTACCCAGAATGCCCTGATTAAT 
GATGAACTAGTGGAGTGGAAGCGGAGACAGOkGAGCGCCrGTATTGGGGGGCCGCCCAATGCrrGCI^^ 
ATCAGCTGCAGAACTGGTTCJlCrATAGTTGCGGAGAGTCTGCAGCAAGTTCGGCAGCAGCTTAAAAAG^ 

35 GGAGGAATTGGAACAGAAATACACCTACGAACATGACCCTATCACAAAAAACAAACAAGTGTTATGGGAC 
CGCACCTTCAGTCTTTTCCAGCAGCTCAITCAGAGCTCGTTTGTGGTGGAAAGACAG 
CGCACCCTCAGAGGCCGCTGGTCTTGAAGACAGGGGTCCAGTTCACrGTGAAGTTGAGACTGTTGGTGAA 
ATTGCAAGAGCTGAATTATAATTTGAAAGTOVAAGTCTTATTTGATAAAGATGTGAATGAGAGAAATACA 
GTAAAAGGATTTAGGAAGTTCAACATTTTGGGCACGCACyVCAAAAGTGATGAACATGGAGGAGTCC^ 

40 ATGGCAQTCTGGCGGCTGAATTTCGGCACCTGCAATTGAAAGAACAGAAAAATGCTGGCACCAGAACGAA 
TGAGGGTCOTCTCATCGTTACTGAAGAGCTTCACTCCCTTAGTTTTGAAACCCAATTGTGCCAGCCTGGT 
TTGGTAATTGACCTCGAGACGACCTCTCTGCCCGTTGTGGTGATCTCCAACGTCAGCCAGCTCCCGAGCG 
GTTGGGCCTCCATCCITTGGTACAACATGCTGGTGGCGGAACCCAGGAATCrcTCCTTCT^ 
ACCATGTGCACGATGGGCTCAGCTTTCAGAAGTGCTGAGTTGGCAGrrrrCITCTGTCACCA;^ 

45 CTCAATGTGGACCAGCTGAAO^TGTTGGGAGAGAAGCTTCITGGTCCTAACGCCAGCCCCGATGGTCT^ 
TTCaSTGGACGAGGTTTTGTAAGGAAAATATAAATGATAAAAATTTTCCCTTCTGGCTTTGGATTG 
CATCCTAGAACTCATTAAAAAACACCTGCTCCCTCTCTGGAATGATtKXSTGCATCATGGGCTTCAT^^ 
AAGGAGCGAGAGCGTGCCCTGTTGAAGGACCAGCAGCCGGGGACCTTCCTGCTGCGGTTCAGTGAGAGCT 
CCaSGGAAGGGGCCATCACATTCACATGGGTGGAGaSGTCCCAGAAOXJAGGCGAACCroACTTCCA 

50 GGrroAACCCTACACGAAGAAAGAACTTTCTGCTGTTACrrTTCCCrGACATCATTCGCAArr 

ATGGCTGCTGAGAATATTCCTOAGAATCCCCTGAAGTATCTGTATCCAAATATTGACyiAAGACCATGCOT 
TTGGAAAGTATTACTCCAGGCCAAAGGAAGCACCAGAGCCAATGGAACTTGATGGCCCTAAAGGAACTGG 
ATATATCAAGACTGAGTTGATTTCTGTGTCTGAAGTTa^CCCTTCTAGACTTCAGACCACAGACAACCrc 
CTCCCCATGTCTCCTGAGGAGTTTGACGAGGTGTCTCGGATAGTGGGCTCTGTAGAATTCGACAGTATGA 

5 5 TGAACACAGTATMAGCATGAATrTTTTTCATCTTCTCTGGCGACAGTTTTCCTTCT 

CTCCTGCTACTCTGTTCCTTCACATCCrcTGTTTCTAGGGAAATGAAAGAAAGGCa^GCAAATTCGCTGC 
AACCTGTTGATAGCAAGTGAATTTTTCTCTAACTCAGAAACATCyvGTTACrrCTGAAGGGCATCATGCATC 
TTACTGAAGGTAAAATTGAAAGGCATTCTCrreAAGAGTGGGTTTCACAAGTGAAAAACATCCAGATACAC 
CCAAAGTATCAGGACGAGAATGAGGGTCCTTTGGGAAAGGAGAAGTTAAGCAACATCTAGCAAATGTTAT 

60 GCATAAAGTCAGTGCCCAACTGTTATAGGTTGTTGGATAAATCAGTGGTTATTTAGGGAACTGCTTGACG 
TAGGAACGGTAAATTTCTGTGGGAGAATTCTTACATGTTTTCTITGCTTTAAGTGTAACT^^ 
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CATTGGTTTACCTGTGAAATAGTTCAAAGCCAAGTTTATATACAATTATATCAGTCCTCTTTCAAAGGTA 
GCCATCATGGATCTGGTAGGGGGAAAATGTGTATTITATTACATCTTTCACArrGGCTATTTAAAGACAA 
AGACT^TTCTGTTTCTTGAGAAGAGAATATTAGCTTTACTGTTTGTTATGGCTTAATGACACTAGCTAA 
TATCAATAGAAGGATGTACATTTCCAAATTCACAAGTTGTGTTTGATATCCAAAGCTGAATACATTCTGC 
5 TTTCATCTTGGTCACATACAATTATTITTACAGTTCTCCCyVAGGGAGTTAGGCTATTCACAACCACT 

TCAAAAGTTGAAATTAACCATAGATGTAGATAAACTCAGAAATTTAATTCATGTTTCTTAAATGGGCTAC 
TTTGTC LU ' iT TTGTTArrAGGGTGGTATTTAGTCTATTAGCCACAAAATTGGGAAAGGAGTAGAAAAAGC 
AGTAACnXSACAACTTGAATAATACACCyVGAGATAATATGAGAATCAGATCATTTCAAAACTCATrTCCTA 
TGTAACTGCATTGAGAACTGCATATGTTTCGCTGATATATGTGTTTTTCACATTTGCGAATGGTTCCAT^ 

1 0 CTCTCTCCTCTACITTITCCAGACACTTTTTTGAGTGGATGATGTTTCGTGAAGTAT^ 

CTTTTTCCTTCCTTATCACTOACACAAAAAGTAGATTAAGAGATGGGTTTGACJAGGTTCr^ 
CATACrcCTGTCTATGTGGCTGTATCTTGTTTTTCCACTACTGCTACCACAACTATATO 
GCTXjTATTCTTCITTGGTGGAGATAAAGATTTCTTGAGTTTTGTTTTAAAATTA^ 
ATTGCATTAAATATAATATGCACACAGTGCTTTCCGTGGCACTGCATACAATCTGAGGCCTCCrCTCTCA 

1 5 GTTTITATATAGATGGCGAGAACCTAAGlTTCAGTTGATTTTACAATTGAAATGACrAAAAAACAAAGAA 
GACAACATTAAAACAATATTGTTTCTA 



TCF19 

20 

>gi 1 11419132 I ref |XM_004567. 1 1 Honra sapiens transcription factor 19 (SCI) 
(TCF19) , mRNA (SEQ ID NO:57) 

ATG CTGCCCTGCTTCCAACTQCTGCGCATAGGGGGCGGCAGGGGCGGTGATCTCTACACCTTCCACCCCC 
CCGCCGGGGCTGGCTGCACCTATCGCTTGGGCCACAGGGCCGACCTGTGTGATGTGGCCCTGCG^ 

25 GCAGGAGCCTGGCCrrCATCTCri<KX3ATCCACGCCGAACTGCATGCCGAGCCCCGGGGTGATGACTGGAGG 
GTCAGCCTGGAAGACCACAGCAGCCAAGGTACTTTGGTCAATAATGTCCGACTCCCAAGAGGTCACAGGC 
TGGAATTGAGTGATGGAGACCTCCTGACCTTTGGCCCTGAAGGGCCCCCAGGAACCAGCCCCTCGGAGTT 
CTACTTCATGTTCCAACAAGTACGAGTCAAGCCTCAGGACTTTGCTGCCATTACCATCCCACGGTCTAGG 
GGAGAAGCCCGGGTTGGGGCTGGTTTCCGGCCTATGCTX3CCCTCCCyVGGGGGCTCCACAGCGGCCrCT 

30 GCACCTTCTCCCCTGCCCCCAAGGCCACACTGATCCTAAACTCCATAGGCAGCCTCAGCAAGCTCCGGCC 
CCAGCCCCTCACCTTCrCCCCTAGTTGGGGTGGACCAAAGAGCCTGCCTGTTCCCGCCCCACCTGGGGAA 
GTGGGGACCACGCCTTCTGCTCCACCCCAACGCAATCGGAGGAAATCTGTTCACCGAGTGTTGGCGGAAC 
TGGATGATGAGAGTGAGCCTCCTGAGAACCCGCCACCGGTCCTTATGGAGCCCAGGAAGAAACTCCGTGT 
AGAOUVAGCCCCACTGACTCCCACTGGAAATCGACGTGGCCGTCCTCGGAAGTACCCAGTGAGCGCTCCC 

3 5 ATCGOTCCCCCTCO^GTTGGGGGCGGGGAGCCCTOTGCAGCTCCITGTTGCTGCCTGCCCCATO 
CAGTGGCCTCGGTTCAGTGTGATGGCTGTGACGTCTGGTTCCATGTGGCCrGTGT^ 
GGCTGCCAGGGAGGCCGACTTCCGATGCCCAGGGTGCCGGGCTGGCATTCAGACC TAA GGTCCACCGCCA 
AGGCACCATCGGACACACCTGCCCATGAGTAG 

40 >gi|11419133lref |XP_004567.l| transcription factor 19 (SCI) [Homo sapiens) 
(SEO ID NO:58) 

MLPCFQLLRIGGGRGGDLYTFHPPAGAGCTYRLGHRADLCDVALRPQQEPGLISGIHAELHAEPRGDDWR 
VSLEDHSSQGTLA^JNVRLPRGHRLELSDGDLLTFGPEGPPGTSPSEFYFMFQQVRVKPQDFAAITIPRSR 
GEARVGAGFRPMLPSQGAPQRPLSTFSPAPKATLILNSIGSLSKLRPQPLTFSPSWGGPKSLPVPAPPGE 
45 VGTTPSAPPQRNRRKSVHRNOJ^LDDESEPPENPPPVLMEPRKKLRVDKAPIiTPTGNRRGRPRKYPVSAP 
MAPPAVGGGEPCAAPCCCLPQEETVAWVQCDGCDVWFHVACVGCSIQAAREADFRCPGCRAGIQT 

>gi 1 15304334 I ref |XM_004567 . 4 I Homo sapiens transcription factor 19 (SCI) 
(TCF19), mRNA (SEQ ID 110:59) 

5 0 ATGCTGCCCTGCTTCCAACTGCTGCGCATAGGGC^CGGCAGGGGCGGTGATCTCTACACCTTCCACCCCC 
CCGCCGGGGCTGGCTGCACCTATCGCTTGGGCCACAGGGCCGACCTGTGTGATGTGGCCCTGCGGCCCCA 
GCAGGAGCCTGGCCTCATCTCTGGGATCCACGCCGAACTGCATGCCGAGCCCCGGGGTGATGACTGGAGG 
GTCAGCCTGGAAGACCACAGCAGCCAAGGTACTTTGGTCAATAATGTCCGACTCCCAAGAGGTCACAGGC 
TGGAATTGAGTGATGGAGACCTCCTGACCTTTGGCCCTGAAGGGCCCCCAGGAACCAGCCCCTCGGAGTT 

5 5 CTACTTCATGTTCCAACAAGTACGAGTC AAGCCTCAGGACTTTGCTGCCATTACC ATCCCACGGTCTAGQ 
GGAGAAGCCCGGGTTGGGGCTGGTTTCCGGCCTATGCTGCCCTCCCAGGGGGCTCCACAGCGGCCTCTCA 
GCACCTTCTCCCCTGCCCCCAAGGCCACACTGATCCTAAACTCCATAGGCAGCCTCAGCAAGCTCCGGCC 
CCAGCCCCTCACCTTCrCCCCTAGTTGGGGTGGACCAAAGAGCCTGCCTGTTCCCGCCCCACCTGGGGAA 
GTGGGGACCACGCCTTCTGCTCCACCCCAACGCAATCGGAGGAAATCTGTTCACCGAGTGTTGGCGGAAC 

60 TGGATGATGAGAGTGAGCCTCCTGAGAACCCGCCACCGGTCCTTATGGAGCCCAGGAAGAAACTCCGTGT 
AGACAAAGCCCCACTGACTCCCACTGGNNNIWNNNNNNNNCGTCCTCGGAAGTACCCAGTGAGCGCTCCC 
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ATGGCTCCCCCTGCAGTTGGGGGCGGCXIAGCCCTGTGCAGCTCCTTGTTGCTGCCTGCCCCAGGAAGAGA 
CAGTGGCCTGGGTTCAGTGTGATGGCTGTGAaSTCTGGTTCCATGTGGCCreTGTTGGCTGC^ 
GGCrcCCAGGGAGGCCGACTTCCGATGCCCAGGGTGCCGGGCTGGCATTCAGACCTAAGGTCCACCGCC^ 
AGGCACCATCGGACACACCTGCCCATGAGTAG 

5 

HFBIOIS 

>gi(7706506|ref |NM_016325.i| Homo sapiens zinc finger protein 274 (ZNF274) , 

10 mRNA (SEQ ID NO: 60) 

GTCCAGCGCCTTTCCTTTCTCCAGCTTCTGCTCrrcCCCCAAGAGTGGTCGCCTrCGTGGCAG^ 
TCTCTCCCAGCTCXXSGTCGCCGCCCACyVTTAGTGTGGGGCCCTGCGGCCTAGCGTCCCTCACCAGAGGCC 
TCCCCTTGCCTAGCTGGACCGCCGAGGGACATCGACGAGTATCCTCCTCCTGCTGTCCCCGGCTTCGCCT 
GCCGCCCCTAACOSGCCAGTCAAGATGGCCGCCGCTGGGTGAGGCAAGCTGGCGCGCaSCGGGGGCGTCT 

1 5 GGGAGTTGTAGTTCGGGACGGCGGGCTGACGCACTTCGCCGCCXXJCCGACGGGCGCCATTGTGCGGCGCG 
CGCCGGGACTCTGCCCy^CTTCCACOVGAGACACATTGAGAAGGAGGAAACTATGGCCTCCAGGCT^ 
CGGCCTGGTCCTGTGAACCAGTGACCTTTGAAGATGTAACyVCTXXSGTTTTACCCCGG 
GCTGGACCTCAAACAGAAGTCCCTGTACAGGGAAGTGATGCTGGAGAACTACyVGGAACCTGGTCTCAGTG 
GAGTATCCTGAGCTCCAGCTGGACCCTAAATTGGATCCTCTTCCTGCTGAGAGTCCCCTAATGAACATTG 

20 AGGTTGTTGAGGTCCrCACACrcAACCAGGAGGTXSGCTGGTCCCCGGAATGCCCAGATCCAGGCCCTATA 
TGCTGAAGATGGAAGCCTGAGTGCAGATGCCCCCAGTGAGCAGGTCCAACAGCAGGGCAAGCATCCAGGT 
GACCCTGAGGCCGCGCGCCAGAGGTTCCGGCAGTTCCGTTATAAGGACATGACAGGTCCCCGGGAGGCCC 
TGGACCAGCrCCGAGAGCTGTGTCACCAGTGGCTACAGCCTAAGGCaCGCTCCyU^GGAGCAGATCCTGGA 
6CroCrGGTG<nX3GAGCAGTTCCTAGGTGCACTGCCTCTGAAGCTCa3GAC^ 

25 CCAGAGAACTGCCAAGAGGTGGTGGCCCTGGTAGAGGGTGTGACCTGGATGTCTGAGGAGGAAGTACTTC 
CTGCAGGACAACCTGeCGAGGGCACCACCTGCTGCCTCGAGGTCACTGCCCAGCAGGAGGAGAAGCAGGA 
GGATGCAGCaVTCTGCCCAGTGACAGTGCrCCCTGAGGAGCCAGTGACCTTCCAGGATGTGGCTGTGGAC 
TTCAGCCGGGAGGAGTGGGGGCrreCrGGGCCCGACACAGAGGACCGAGTACCGCGATGTGATGCriXKlAGA 
CCTTTGGGCACCTXXJTCTCTGTGGGGTGGGAGACTACACTGGAAAATAAAGAGTTAGCTCCAAA^ 

30 CATTCCTGAGGAAGAACCAGCCCCCAGCCTQAAAGTACAAGAATCCTCAAGGGATTGTGCCTTGTCCTCT 
ACATTAGAAGATACCTTGCAGGGTGGGGTCCAGGAAGTCCAAGACACAGTGTTGAAGCAGATGGAGTCTG 
CTCAGGAAAAAGACCTTCCTCAGAAGAAGCACTTTGACAACCGTGAGTCCCAGGCAAAaVGTGGTGCT^ 
TGACACAAACCAAGTTTCGCTCCAGAAAATTGACAACCCTGAGTCCCAGGCAAACAGTGGCGCrcrrTGAC 
ACAAACCAAGTTTTGCTCCAOVAAATTCCTCCTAGAAAACGATTGCGCAAACGTGACn'CA 

35 GTATGAAACATAATTCACGTGTAAAAATTCATCAGAAGAGCTGTGAAAGGCAAAAGGCCAAGGAAGGGAA 
TGGTTGTAGGAAAACCrrrCAGTCGGAGTACTAAACAGATTACGTTTATAAGAATTCACAAGGGGAGCCAA 
GTTrcCCGATGCAGTGAATGTGGTAAAATATTCCGGAACCaU^GATACTTTTCTGTGCATAAGAAAATCC 
ATACCXXSAGAGAGGCCCTATQTGTCTCAAGACTGTGGGAAAGGATTTGTTCAGAGCTCITCCCTCAC^ 
GCyvTCAGAGAGTTCATTCTGGAGAGAGACCATTTGAATGTCAGGAGTGTGGGAGGACCTTCAATGATCQC 

40 TCAGCXy^TCrCCCAGCACCTGAGGACTCACACTGGCGCTAAGCCCTACAAGTGTCAGGACTGTGGAAAAG 
CCTTCCGCCAGAGCTCCCACCTCATCAGACATCAGAGGACTCACACCGGGGAGCGCCCATATGCATGCAA 
CAAATGTGGAAAGGCCITCACCCAGAGCTCACT^CCTTATTGGGCACCAGAGAACCCACAATAGGACAAAG 
CGAAAGAAGAAACAGCCTACCTCATAGCTCTCAAGCCAGTTGAAGAAACCTTGCCTTTTCAGCTTGACCC 
TGCAATATAACATGCACAGGCCTGCTTGTGAATCAGGACntSAATGTGAAAGGGAAGTATTGAGTGAGGAC 

45 ATTCCCAAAACCAAAGGACAACTGAGGAGACTGCCCAGCACATAATGAATAAATAAGAAAATGAGTGAGG 
AGTTATTAACATCATTTGGAAAAAAGATTTCCCATTCACTTGATATTGTTTGTTOVCTC^ 
AAAAGTGAGATTAATAAAATCTGAAAATGTTATATAATAACTTTAAAAAGCCAGGTAATTAATAATCTGC 
ACTGATATTACATCCACAGTACCACAGTATTTATGTOTATGAATTAAGGATTAAAAGATAATGTGGATAA 
ATAAACTATTGATCTATG 

50 

>gi I 7706507 |ref |NP_057409. 1 1 zinc finger protein 274, isoform a; KRAB zinc 
finger protein HFBlOl; zinc finger protein zfp2 [Homo sapiens] (SEQ ID 
NO:61) 

MASRLPTAWSCEPVTFEDVTLGFTPEEWGLLDLKQKSLYREVMLENYRNLVSVEYPELQLDPKLDPLPAE 
55 SPUWIEWEVLTLNQEVAGPRNAQIQALYAEDGSLSADAPSEQVQQQGKHPGDPEAARQRFRQFRYKDM 
TGPREALDQLRELCHQWLQPKARSKEQILELLVLEQFLGALPVKLRTWVESQHPENCQEWALVEGVTWM 
SEEEVLPAGQPAEGTTCCLEVTAQQEEKQEDAAICPVTVLPEEPVTFQDVAVDFSREEWGLLGPTQRTEY 
RDVMLETPGHLVSVGWETTliENKELAPNSD I PEEEP AP SLKVQESSRDCALS STLEDTLQGGVQEVQDTV 
LKQMESAQEKDIiPQKKHFDNRESQANSGAIiDTNQVSLQKIDNPESQANSGAlJ)TNQVLLHKIPPRKRLRK 
60 RDSQVKSMKHNSRVKIHQKSCERQKAKEGNGCRKTFSRSTKQITFIRIHKGSQVCRCSECGKIFRNPRYF 
SVHKKIHTGBRPYVCQDCGKGFVQSSSLTQHQRVHSGERPFECQECGRTPNDRSAISQHLRTHTGAKPYK 



90 



wo 03/029277 



PCT/US02/31618 



CQDCGKAFRQSSHLIRHQRTHTGERPYACNKCGKAFTQSSHLIGHQRTHNRTKRKKKQPTS 



RERE 

5 

>gi I 8096339|dbj |AB036737. 1 1 Homo sapiens mRNA for RERE, complete cds (SEQ 
ID NO: 62) 

CGAAAATCACCATCATCCTCAGGGAGCCCCCTCGCCCTC^AAAACAAAACCAGACATGATCCTGGGCTC 
CTGCTTCroAAAGATCTGCCCGACCGAGGAGGAGGGAGCCTAGGTTCAAGTCGCAGGAAAGGTCACGGCA 

1 0 GGGAAGCCCCCrCAGCCCCTCCGCGTCGCCTCCCCGCGGGCCGCCCCTCTCXSGCCCTGCGCCCCGCGGCC 
CCGCAGCCTCCGCGaSGCCrrCCCGCCCCATCCCCGCCACTrTCCCCGGAGCTGGGCCGCXSAACACCTCAC 
TATTGATGGTGTAGCGCTTTAGGGGAAGGAGGTGATTGTCTAGGAGTAACTGTATGTGCGCTCAGCACGG 
GTCACAACCACCGTGGGATCCACTTACAGAGAAGATTTGTGGAGAGCTTCyVGCCroTTrATC^ 
GAGAAAGGAATTGTGGCCATTTGATATAATTCTGGATGGAAGACCTCTTATTTGTATTACTVTT^ 

15 AGCTVTTTTTGAAACGTTGGGGTTGTTGGAGTGGTTGGATTTTCCCrrGGAATTC 

ACTGAAGCCCAGGCTCy^CrrGTCTACCTTTCACGGAGGCCTAGCCGTGAGAGGACAGAAGAAGGCACGT^ 
CGAATCATGACAGCGCACT^GACAAAGACAAAGACAAAGAGAAGGACCGGGACCGAGACCGGGACCGAG 
AGAGAGAGAAAAGAGACy^GCAAGAGAGAGTGAGAATTCAAGGCCACGCOjGAGCrcTACCITGGAAGG 
AGGAGCCAAAAATTATGCTGAGAGTGATCACAGTGAAGACGAGGACAATGACAACAATGGAGCCACCACG 

20 GAGGAGTCCACGAAGAAGAATAAGAAGAAACCACCGAAAAAAAAGTCTCGTTATGAAAGGACAGATACCG 
GTGAGATAACATCCTACATCACTGAAGATGATGTGGTCTACAGACCAGGAGACTGTGTGTATATCGTGTG 
TaX^GGCCTVAAOVCACCXSTATTTaVTCTGTAGCATTCAAGACriTCAAACTGGT^ 
TGTTGCAGATCTCCAACTCCTGCriTTGTGTGACCCCCCJVGCATGCrrCTCTGCCGGTGGCATCAC^ 
CGCAGCATCTTTCTGAAGCCGGGAGAGGGCCTGTAGGGAGTAAGAGGGACCATCTCCTCATGAACGTCAA 

25 ATGGTACrACCGTCAATCTGAGGTTCCAGATTCTGTGTATCAGCATTTGGTTCAGGATCGACATAATGAA 

aatgactctggaagagaacitgtcattacagacccagttata^gaaccgagagctctrcatttctgat^ 
acgttgacacttaccatgctcctgcccttagagggaagtgtaacatctcccatttttctc 
tgctagagagtttaaagcccgagtggattcatttttctacatattaggatataaccctgagacaaggagg 
ctgaacagtacccagggggagattostgtcggtcctagtcatcaggccaaacttccagatctgcaacca 

30 ttccttctccagatggtgatacagtgacccaacatgaggaactggtctggatgcctggagttaac^ 

tgacctccttatgtacttgagggcagcaaggagcatggcggcatttgcaggaatgtgtgatggaggctct 
acagaggacggctgtgtcgcagcctctcgggatgacaccactctgaatgcactgaacacactgcatgaaa 
gcggttacgatgctggcaaagccctgcagcgcctggtgaagaagcctgtgcccaagctcatcgagaagtg 
ctxxjaccxsaggacgaagtgaaacgcttcgttaagggactcaggcagtacgggaagaacttcttcag;^ 

3 5 agaaaggagctgcttcccaataaggaaacaggggagctgatcaccttctattactattggaagaagaccc 
ccgaagcagccagctcccgagcccatcgtaggcaccgcaggcaggccgtgttcaggaggattaagactcg 
cacosastccyvcacccgtcaacacacccrrccagaccccctstccagtgaattcrrtggacctaagttc^ 
agtgaagatgacttcgacagtcaggacagtgagcaggagctgaaggggtacgcctgccgccactgcttc^ 
ccaccacctccaaagattcxscaccacggaggccgggagaacatcctgctttgcaccgactgtcgcatcc^ 

40 crrcaagaaatacggtgagcrcccgcccattgagaagcccgtggacccgccaccgtttatgttcaaaccc 
gtcaaggaagaggatgatgggctcagtgggaagcatagcatgaggacacggcggagtcggggctcgatgt 
cgacactacgcagtggtcggaagaagcagccagccagccctgatggtcgcacctcacccatcaatgaaga 
catccgctccagcggccggaactcccccagcgctgccagtacctccagcaatgacagtaaagcagagaca 
gtgaagaagtcggcau^gaaggtgaaggaggaagcctcttcccctcttaagagtaacaaacgccagcggg 

45 agaaggtggcctctgatacggaggaggctgacaggaccagctccaagaagacaaaaacgcaggagatcag 
caggcccaactcgccatctgaaggtgagggagagagttcagacagtcgcagcgtcaacgatgagggtagc 
agtgaccccaaagacatcgaccaggacaatcgcagcacgtccccgagcatccccagcccccaggacaatg 
agagtgacrcggactcgtcagcccagcagcagatgcrrgcjvggcccagcccccagccttgcaggctcccac 
tggggtcaccccagctccctcctcagctcctccagggacccctcagctgcccacgccagggcccacgccc 

50 tctgccactgcagttcccccacagggctcccccacggcctcccaggcccctaaccagccgcaggctccca 
cjvgcgcctgttccccacyvcccyvcatccaacaggcaccggccrtgcacccccagcggccgccctcaccgca 
tcccccgccgcatccctcgccacatcccccactgcagcctctgactgggtcggcgggccagccttctgca 
ccctctcatgcccagcccccactgcacggtcagggcccacccggccctcacagcctgcaggctgggcccc 
tgctgcagcacccaggccccccacagcccttixxscctccctccccaggcctcccaaggccaggcccctct 

5 5 ggggacctccccagcagcagcgtaccctcacacctccctgcagctgccagcctctcagtcagcgctgcag 
tcccaacagcctccacgggagcagcccctgccaccagggcccttggccatgccccacatcaagcccccgc 
ctaccactcccatcccccagctggcggcgccacaggcccacaagcaccctccccacctctcggggccctc 
acccttctccatgaatgccaaccrecctccccctccagcccrgaagcccctgagctccctgtccacacat 
caccccccgtcggctcaccccccacccctgcaactcatgcctcagagccagccattgccctcctcgcccg 

60 cccagccccccgggctgacccagagccagaacctgcccccgccccctgcctcccacccccctacaggcct 
ccaccaggtggccccccaacccccgtttgctcagcacccctttgtccctggaggccctcctcccatcacc 
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CCTCCGACCTGCCCCTCCACCTCTACCCCACCGGCGGGACCTGGCACCTCGGCCCAGCCACCCTGCTCTG 
GTGCGGCGGCTTCAGGAGGCAGCATAGCGGGGGGGTCGTCCTGCCCACTCCCCACCGTCCAGATCAAGGA 
GGAGGCTCTGGACGACGCTGAGGAGCCTGAGAGCCCCCCTCCCCCACCAAGGAGCCCGTCCCCGGAGCCC 
ACTCTGGTGGACACCCCCAGTCACGCCAGCCAGTCAGCTAGGTTCTACAAACACCTGGACCGGGGCTACA 
5 ACTCGTGTGCCCGGACAGACCTGTACTTCATGCCTCTGGCCGGGTCCAAGCTGGCCAAGAAGAGGGAGGA 
GGCCATTGAGAAGGCCAAGCGCGAGGCTGAGCAGAAAGCCCGAGAGGAGCGAGAGCGGGAGAAGGAGAAG 
GAGAAGGAGCGGGAGCGGGAGCGAGAGCGGGAGCGCGAGGCAGAGCGGGCGGCTAAGGCGTCCAGCTCAG 
CXJCATGAAGGTCGCCTCAGTGACCCACAGCTCAGTGGTCCT^CCACATGCGGCCATCCTTCGAGCC^ 
ACCAACCACCATTGCTGCTGTGCCCCCCTACATCGGGCCCGACyVCACCTGCCCTTCGGACTCTGAGCGAG 

1 0 TACGCCCGGCCCCACGTCATGTCGCCCACCAACCGCAACCACCCCTTCTACATGCCCCTTAACCCCACX3G 
ACCCCCTGCTGGCCTACCACATGCCTGGCCTCTACAACX5TCGACCCCACCJVTCTOCGAGCGGGAGCTCCG 
GGAGCGGGAGATCCGAGAGCGGGAGATCCGAGAGCGGGAGCTGCGGGAGAGGATGAAGCCGGGCTTCGAG 
GTGAAGCCCCCAGAGCTGGACCCCCTGCACCCAGCCGCCAACCCCATGGAGCACTTTGCCCGGCACAGCG 
CCCTCACCATCCCCCCXJACCGCCGGGCCCCACCCTTTTGCTTCTTTCCACCCGGGCCrrcAACCCCT^^ 

1 5 GAGGGAGAGACTGGCCCTGGCXKXSCCCCCAGCTGCGGCCCGAGATGAGCTACCCTGACyiGACTGGCAGCC 
GAGCGTATCCACGCAGAGCGCATGGCATCGCTGACCAGCGATCCCCTGGCCCGACTGCAGATGTTCAACG 
TGACTCCGCACCATCACCAGCACTCTCACATTCACTCCCACCTCCACCTCCACCAGCAGGACCCCCTCCA 
CCAAGGTTCAGCy^GGCCCCGTTCACCCGCTGGTCGACCCCCTXSACKXrCGGTCCCCACCTGGCTCGC^ 
CCCTACCCGCCTGGCACTCTCCCC»ACCCTCTGCTTGGACAGCCCCCACACGAGCAayVGATCX3TT^ 

20 ACCCAGTTTTCGGCACCCCCTACCCCCGTGACCTGCCTCGGGCCATCCCACCCCCCATGTCAGCAGCCCA 
CCAGCTGCAGGCCATGCATGCCCAGTCGGCCGAGCTGCAGAGACrreGCCATGGAGCAGCAGTGGCre 
GGACACCCCCACATGCATGGTGGCCACCTACCAAGTCAGGAAGATTATTACAGTCGACTGAAGAAAGAAG 
GTGACAAGCAGTT ATAA GTTATTTATTTGTTAACGCTGGCrroTGGAAACCCCAGTTCTTGGGGGA 
AGGACTTTTTACATAAAATAGGAGCIXXyiAAAGCAAAAAGAATATCrrTCTAAAGATTT^^ 

25 AAAAACCCACAACTAAAAATGTATCCACAtAGTAGTGTTCGTTTGTCGAGAGGATTTCCTGAGACTGGTT 
TGGATCTCCCTGCATGACAGTCCCCCAGAAACTTAGTGAGTCCTGGACrrcGACTGAACATCCAGAAAGCT 
TCCCTGCAATCTTGGGGTTTGGCTTTAGTlTlVrri'TCCTTGATTTCTCAGTAGGTGCTAGAATCCAGTT 
CACACCCTTCyVCTGTGCGTGCAGACACACTGACACACTCCGCCACGAGTGCTCCAGAGCCCACGAGGCTT 
GCAGATCXXK3GGCATAGGMTTTGGAATCCAAGAGCrrATAATTTTTAAAAAAAAAAATCT^ 

30 TACATTGTAGGAAATCTTCATAATTGGAGAAAGTTCrroCAGCATGGCTTTTTACGTOTGTA;^ 
TTTTAGAACAGCCTTTTTTTCTTCCATAAACTACTATTGTGATCTATTTTTTCCAGCW 
GTGAATTCCTACCAACTATTGACAGAATACAGAGTTGATTTTTTAATAAAAAGTTATATATAATTATCCC 
TTTAATTAAAGGGAGCAAAGGGGCGTTTCACATGGACAGAGGCTTGGACCGAGGCCTGGTCACAGCAGCG 
AGa^TCCAGGGTTTGCAGGGACGATGTTACAGACTCTGTTTTCreCCTGGCGTTrCAC^^ 

35 CTAGCCTGTGCrcrroCCAGCAGCACAGACATCrcCTCCATCAGACCT(nTCCATT^ 

AGGAGGTGAATGTTCACTTTCTGTTCTCCAGTGTCACTGTTCTGTTTCCACGGGATGGAAAGCGCATGG^ 
CCrGTGTCCATTGTAGATTTCCTTCTAGATTTCrGTGTACACyvCACTTGATTGTrcr^^ 
TTTTAATACrrCCGAAAATTTCATCATCTAAGAAAATGATTCCATACAAATAACrrCAGCACACAAQTGACC 
CAGGACATATGCCTGCCAAAGGGATGTGTTAGAAGGCroCCriTCTCATGCGCATroTCACTTGGAT 

40 TGGTGAGGACGGCCCaVTCTTTCTTGCOVa^GATTGAGGCCACrrTTTGAGCAAGGGAC^ 

AGACAGGTGTTGGGGGCAGCCTGTATTTTACCCTAGGGGCAGGTCTGCATGGTGACCCCACATTGCAC^ 
GTAAACCATTTGAGTCCCACTCTTCATCCTGGAAGTGGGAACTGGAGTCCCACCCACAGTGCATTCAGAA 
AGCATGCTGTGTGGGGGCTGCTTCTCAGGAGGCCAGGCCCTTerGAGCGGAACCGTCCTGGAGAGAGCCT 
GCCCTCGTTTCCAGGCTGCAGCCGTAACGCACITTCTCCCAGGCrGAGGGCGGGTGTT^^ 

45 CCCTCraTCGGCCCTGCITCCnXK:CAGGACGTGGCCTCTTCa3ATCCTTTTCTCTCAC^ 

TCITCTGCCATTOTGCTGGTCCCATCCCAAGAATTGTAGGACaiGAGACCACACTGGGTCGG 
AQTCCATCCAGGACCCAGGCCGCAGAGGGAGCAGGAAGAGTTGCIXJATAGTTTGATCTAGAAACCAGCAQ 
CTACTGGCTCAAATTCAGGTTCTGGCGTCAAATAGCGACATTTCCAGTTTCTCTTAAARACOTTGT^ 
TTTCAGTTGGGATAGGCTTGTTTTCTCTGTTGAAAATGTTrCTAGTTTTTTTTC^ 

50 TTCCATTTCTGCCTTAACTTTAGTTTGTTCACAGGGAGGCAAAGCTGACATGAACCTTTTGTCGT^^ 
TTCAGGCCACATTGGCTTGAAGGCATTCX5TTrCCTTCriXXXK5TGGGGACA 

TCCCGTGGCTCTGAGCGAGGCCTCnrCCTGCTGGGCTCCCAGACTCCTGCATCCAGGCCCCCACCTTCTC 

GGCTTCTGGTITTTCTTTCTTTTTGGTAGAACACAACATCTACCATTCAGTTAAACC^ 

CCTTTGGCATCCATTTTTCCAAAGAAGAGTCGAGTCCTCTGAGGTCTGTGCrrTGAAAACCGTCCGAAGG^ 

5 5 ATTCTTCTTAGCTTTGCnTTTCTCCCCATATCCCAAGGaSAACGGCTGAGATTCTTCCATCTAAAAAACC 
CTCGACCCGAAACCCTCACCAGATAAACTACAGTTTGTTTAGGAGGCCCTGACCTTCATGGTGTCTTTGA 
AGCCCAACCACTCGGTTTCCTTCXXSATTTrCCTCCCTTTGTTCGGGGTTTGGTTrGGCTCCT 
GTCCGTATCTTGTTCGGTGTCCTCGAGGTTGAGCTTCACTCCACTGCGGCAGAGGCAGCGTGCACACTCG 
GATTTGCTACGTTTCTATATATCITGAAGCTAAATGTATATATGAGTAGTTrGCCATGAGATAACACAGT 

60 GTAAACAGTAGACACCCAGAAATCGTGACTTCTGTGTTCTCTCCATTTGAGTATTTTGTAATTTTTTTGA 
AATATTTGTGGACATAAATAAAACCAAGCTACACTACACCCTTGGAAAAAAAAAA 
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>gi|8096340|dbj |BAA95B98.l| RERE [Homo sapiens) (SEQ ID NO -.63) 
MTADKDKDKDKEKDRDRDRDREREKRDKARESENSRPRRSCTLEGGAKNYAESDHSEDEDNDNNGATTEE 
STKKNKKKPPKKKSRYERTDTGEITSYITEDDWYRPGDCVYIVCRRPNTPYFICSIQDFKLVHKSQACC 
5 RSPTPALCDPPACSLPVASQPPQHLSEAGRGPVGSiaiDHLLMNVKWYYRQSEVPDSVYQHLVQDRHNEND 
SGRELVITDPVIKNRELFISDYVDTYHAAALRGKCNISHFSDIFAAREFKARVDSFFYILGYNPETRRLN 
STQGEIRVGPSHQAKLPDLQPFPSPIXSiyrVTQHEELVWMPGVNDCDLLMYLRAARSMAAFAGMCDGGSTE 
IXSCVAASRDDTTIiNAIjn'LHESGYDAGKAI^RLVKKPVPKLIEKCWTEDEVKRFVKGLRQYGKNPFRIRK 
ELLPNKETGELITFYYYWKKTPEAASSRAHRRHRRQAVFRRIKTRTASTPVNTPSRPPSSBFLDLSSASB 

1 0 DDFDSEDSEQELKGYACRHCFTTTSKDWHHGGRENILLCTDCRIHFKKYGELPPIEKPVDPPPFMFKPVK 
EEDDGLSGKHSMRTRRSRGSMSTLRSGRKKQPASPDGRTSPINEDIRSSGRNSPSAASTSSNDSKAETVK 
KSAKKVKEEASSPLKSNKRQREKVASDTEEADRTSSKKTKTQEISRPNSPSEGEGESSDSRSVNDEGSSD 
PKDIDQDNRSTSPS I PS PQDNESDSDSSAQQQMLQAQPPALQAPTGVTPAPSSAPPGTPQLPTPGPTPSA 
TAVPPQGSPTASQAPNQPQAPTAPVPHTHIQQAPALHPQRPPSPHPPPHPSPHPPLQPLTGSAGQPSAPS 

1 5 HAQPPLHGQGPPGPHSLQAGPLIjOHPGPPQPFGLPPQASQGQAPIjGTSPAAAYPHTSLQLPASQSALQSQ 
QPPRBQPLPPGPIAMPHIKPPPTTPIPQLAAPQAHKHPPHLSGPSPFSMNANLPPPPALKPLSSLSTHHP 
PSAHPPPLQLMPQSQPLPSSPAQPPGLTQSQNLPPPPASHPPTGLHQVAPQPPFAQHPFVPGGPPPITPP 
TCPSTSTPPAGPGTSAQPPCSGAAASGGSIAGGSSCPLPTVQIKEEALDDAEEPESPPPPPRSPSPEPTV 
VDTPSHASQSARFYKHIiDRGYNSCARTDLYFMPLAGSKLAKXREEAIEKAXREAEQKAREERERilKBKEK 

20 ERERERERERBAERAAKASSSAHEGRLSDPQLSGPGHMRPSFEPPPTTIAAVPPYIGPDTPALRTL.SEYA 
RPHVMSPTNRNHPFYMPLNPTDPLLAYHMPGLYNVDPTIRERELREREIREREIRERELRERMKPGFEVK 
PPELDPLHPAANPMEHFARHSAIiTI PPTAGPHPFAS FHPGLNPLERERLALAGPQLRPEMS YPDRIjAAER 
IHAERMASLTSDPLARLQMFNVTPHHHQHSHIHSHLHLHQQDPLHQGSAGPVHPLVDPLTAGPHLARFPY 
iJkSTLPNPLLGQPPHEHE I VRHPVFGTPYPRDLPGAI PPPMSAAHQLQAMHAQSAELQRliAMEQQWLHGH 

25 PHMHGGHLPSQEDYYSRLKKEGDKQL 



audO 

30 >gi I 4507298 I ref |NM_003831 . 1 1 Homo sapiens sudD (suppressor of biiiiD6, 
Aspergillus nidulans) homolog (SUDD), mRNA (SEQ ID NO:64) 
GAATTCGaXSCCGCCCCGCCTGTGTCCTCGGCGGAGCCrGCTGCCCGTCCTGCCACCTCTCTGC^ 
CriTGTCTCTGCCrrTCATTCCCX3A ATCX ;ATCrroGTAGGAGTGGCATCGCCTGAGCCCGGGAC 
CTGGGGACCCaUKyVAGTGTCCyvTGGGCTATTCCTCAAAATACAATATCTTGTTCTTTGGC^ 

3 5 AGTGAACAGCTGGCCAAAGAATTGCAGTTAGAAGAAGAAGCTGCCGTTTTTCOTGAAGTTGC^ 

AAGGACCATTTATTACTGGAGAAAACATTGATACrrCCAGTGACCTTATGCTCGCTCAGATGCTACAGAT 
GGAATATGACAGAGAATATGATGCACyVGCTTAGGCGTGAAGAAAAAAAATTCAATGGAGATAGCAAAGTT 
TCCATTTCCTTTGAAAATTATCGAAAAGTGCATCCTTATGAAGACAGCGATAGCTCTGAAGATGAGGTTG 
ACTGGCAGGATACTCXSTGATGATCCCTACAGACCAGCAAAACCGGTTCCCACrCCTAAAAAGGGCTTTAT 

40 TGGAAAAGGAAAAGATATCACCACCAAACATGATGAAGTAGTATGTGGGAGAAAGAACACAGCAAGAATG 
GAAAATTTTGaVCCTGAGTTTCAGGTAGGAGATGGAATTGGAATGGATTTAAAACTATCAAACCATGT^ 
TOUVTGCTTTAAAACAACATQCCTACTCAGAAGAACGTCGAAGTGCCCGCCTACATGAGAAAAAGGAGCA 
TTCTACAGCAGAAAAAGCyVGTTGATCCTAAGACyiCGTTTACTTATGTATAAAATGGTCAACrrcr^^ 
TTGGAGACAATCACTGGCTGTATTAGTACAGGAAAGGAGTCTGTTGTCnraVTGCATAT^ 

45 TGGAGGATGAAAAGGAAGATAGTAAAGTTATACCTACAGAATGTGCCATCAAGGTATTTAAAACAACCCT 
TAATGAATTTAAGAATCGTGACAAATATATTAAAGATGATTTCAGGTTTAAAGATCGCTTCAGTAAACTA 
AATCCACGTAAGATCCACCGCATGTGGGCAGAAAAAGAAATGCACAATCTCGCAAGAATGCAGAGAGCTG 
GAATTCCTTGTCCAACAGTTGTACTACTGAAGAAAa^O^TTTTAGTTATQTCTTTTATT^ 
AGTTCCAGCCCCTAAATTAAAAGAAGTAAAGCTCAATAGTGAAGAAATGAAAGAAGCCTACTATCAAACT 

5 0 CTTCATTTOATGCGGCAGTTATATCATGAATGTACGCrTGTCCATGCTGACCrrCAGTGAGTATAACA 

TGTGGCATGCTGGAAAGGTCrGGTTGATCGATGTCAGTOiGTCAGTAGAACCTACCCACCCTCACGGCCT 
GGAGTTCTTGTrCCGGGACTGCAGGAATGTCTCGCAGTTTTTCCAGAAAGGAGGAGTCAAGGM 
AGTGAACGAGAACTCTTCAATGCTGTTTCAGGCrrTAAACATCACAGCAGATAATGAAGCrGATTTTT^ 
CriGAGATAGAAGCITTGGAGAAAATGAATGAAGATCACGTTCAGAAGAATGGAAGGAAAGCTGCT^ 

5 5 TTTGAAAGATGATGGAGACCCACCACTACTATATGATGAATAGCACTAATACCCACTGCTTCAGTGTTAA 
CACAGCAGTGATTGTCAGCTGCCAATAGCAAATGAAGTTATGGGTGACTTGAAATACCAAAACCTGAGGA 
GTGGGCAATGGTGCTTCTGTGCTTTTCCCCCTTGTAACCa^TGTGCCAGATGTGTGGA^ 
GCATTGAGAGAATAAAATGTCACTACCrCTCATCTTATGAAOVGGATAATATAATTCTTTAACAGCTATA 
GGTTATCTGGCTGAAGTAGACCTAATTTTATGTGACTTGTGGTGTAAAATGTCTTGATGATAATTITTAA 

60 AACTTGGGTAACACTTCCAAATATGGGAGGAAAGGACAGATGTGTTTACAAGGGAGGATTTTACAACATA 
CTrGCTTTATTCACCTCCCTGTTTTGTGTTGCGTCriTCCTTGAATATTTTAT^ 
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TTCTCAATTATGTTTCCAGACTGTGGCCGTGATTCTAAAGGAAAATGTGTGCTCTTTAGTGGGTAGAACA 
AATGGAAATTTGGTTTCAGAATGGCTGACy^GAAATCGACATAAGTCATGTAATTITTGTrGATATAT 
GAAAATGAACAGAATTCTITTTCCATACTTATATCTAAGAAAAGGCATCATAGGTTTCTGAAAGAGATAA 
CTATATAACAGCTTTTTAACTATCCAGTCAACTTTCAGCTTTTCTACATTTAGGTAAAAra 
5 TAACTCATGGTGTGGCTAATCTACATTTATCAATAAAATGTAAATTATCTGAAAGGACAGAATATAAGAT 
TTAACCATGTTTGACATATTTTAATTTAGTTAATGAAGCAAAATTCAGTTTATATTTCACTAGAACTGTG 
TACTTGATTGATTTTCAGAGAAATATCACAAATTAGAAATATTAAATCTAAGGATGAAAGGTATATATAA 
AACAATTTGGGGGCCAGGCACGATGGCTCAAACCTGTAATCCCAGCACTTTGGGAGACCAAGGCGGGTGG 
ATCACTTGAGGTCTVGGAGTTCAAGACCAGCCTGGGCAACATGGCGAAACCCnXJTCTCTACTAAAAATA 
1 0 AAAATTAGCCGGGTGTGGTGGCACITCTCTGTAATCTCAGCTTCTCAGGAGGCTGAGACAGGAGAATCGC 
TTGAACCCGGGAGGCAGAGGTTGCAGTGAGCTGAGATCATGCGCGGCCGCGAATTC 

>gi |4507299 I ref |NP_003822 . 1 1 sudD suppressor of bimD6 homolog (A. 
nidulans) ; human homolog of Aspergillus nidulans sudD gene product; sudD 
15 (suppressor of bim06, Aspergillus nidulans) homolog [Homo sapiens) (SEQ ID 
NO: 65) 

MDLVGVASPEPGTAAAWGPSKCPWAIPQNTISCSLADVMSEQLAKELQLEEEAAVFPEVAVAEGPFITGE 
NIDTSSDLMLAQMLQMEYDREYDAQLRREEKKFNGDSKVSISFENYRKVHPYEDSDSSEDEVDWQDTRDD 
PYRPAKPVPTPKKGFIGKGKDITTKHDBWCGRKNTARMENFAPEFQVGDGIGMDLKLSNHVFNALKQHA 
20 YSEERRSARUIEKKEHSTAEKAVDPKTRLLMYKMVNSGMLETITGCISTGKESVVFHAYGGSMEDEKEDS 
KVIPTECAIKVFKTTLNEFKNRDKYIKDDFRFKDRFSKLNPRKIHRhlWAEKEMHNLARMQRAGIPCPTVV 
LLKKHILVMSFIGHDQVPAPKLKEVKLNSEEMKEAYYQTLHL^IRQLYHECr^LVHADLSEYNML^raAGKW 
LIDVSQSVEPTHPHGLEFLFRDCRNVSQFFQKGGVKEALSERELFNAVSGLNITADNEADFLAEIEALEK 
MNEDHVQKNGRKAAS FLKDDGDPPLLYDE 

25 

>gi I 22325376 I ref |NM_003831 . 2 I Homo sapiens sudD suppressor of bimD6 homolog 
(A. nidulans) (SUDD), transcript variant 1, mRNA (SEQ ID NO:66) 
CGGACGCGGCCGCCGCCGTCGCCGCCATCTGTCACCTCCACTCCGGCATCAGCAGCCAGTCGCCCGTGTC 
CCGCCrrGTCTCCTCGGCX3GAGCCTGCTGCC(X3TCCTX3CCACCTCTCTGCTCTGTT^ 

3 0 ATTCCCGAATGGATCTGGTAGGAGTGGCATCGCCTGAGCCCGGGACGGCAGCGGCCTGGGGACCCAGCAA 
GTGTCCATGGGCTATTCCTCAAAATACAATATCTTGTTCTTTGGCTGATGTAATGAGTGAACAGCTC^ 
AAAGAATTGCAGTTAGAAGAAGAAGCrGCCGTTTTTCCTGAAGTTGCTGTTGCrrcA^ 
CTGGAGAAAACATTGATACTTCCAGTGACCriTATGCTGGCTaVGATCCTACAGATGGAATATGACAGA 
ATATGATGCACAGCTTAGGCGTGAAGAAAAAAAATTCAATGGAGATAGCAAAGTTTCCATTTCCT^^ 

3 5 AATTATCGAAAAGTGCATCCITATGAAGACAGCXSATAGCTCTGAAGATGAGGTTGACrGGC^ 

GTGATGATCCCTACAGACCAGCAAAACCGGTTCCCACTCCTAAAAAGGGCTTrATTGGAAAAGGAAAAQA 
TATCACavCCAAACATGATGAAGTAGTATGTGGGAGAAAGAACACAGCAAGAATGGAAAATTTTGCACCT 
GAGTTTCAGGTAGGAGATGGAATTGGAATGGATTTAAAACTATCAAACCATGTTrTaUVTGC^ 
AACATGCCTACTCT^GAAGAACGTCGAAGTGCCCXKrCTACyVTGAGAAAAAGOAGCATTCTACAGCAGAAAA 

40 AGCAGTTOATCCTAAGACACGTTTACTTATGTATAAAATGGTCAACTCTGGAATGTTGGAGACAATCACT 
GGCTGTATTAGTACAGGAAAGGAGTCTGTTGTCTTTCATGCATATGGAGGGAGCATGGAGGATGAAAAGG 
AAGATAGTAAAGTTATACCTACAGAATGTGCCATCAAGGTATTTAAAACAACCCTTAATGAATTTAAGAA 
TCGTGACAAATATATTAAAGATGATTTCAGGTTTAAAGATCGCTTCAGTAAACTAAATCCACGTAAGATC 
ATCCGCATGTGGGCTVGAAAAAGAAATGCAOUVTCTCGCAAGAATGCAGAGAGCTXSGAATTCCTTGTCC^ 

45 CAGTTGTACTACTGAAGAAACACATTTTAGTTATGTCTTTTATTGGCCATGATCAAGTTCCAGC 

ATTAAAAGAAGTAAAGCTCAATAGTQAAGAAATGAAAGAAGCCTACTATCAAACTCTTCATTTGATGCGG 
CAGTTATATCATGAATGTACGCTTOTCCATGCTGACCTCAGTGAGTATAACATGCTGTGGCATGCTGGAA 
AGGTCKXJTTGATOSATGTCAGTCAQTCAGTAGAACCTACCCACCCTCACGGCCTGGAGTTCTTGTTCCG 
GGACTGOVGGAATGTCTCGCAGTTTTTCCyVGAAAGGAGGAGTCAAGGAAGCCCTTAGTGAACGAGAACTC 

5 0 TTCAATGCTGTTTCAGGCTTAAACATCACAGCAGATAATGAAGCrGATTTTTTAGCTGAGATAGAAGCTT 
TGGAGAAAATGAATGAAGATCACGTTCAGAAGAATGGAAGGAAAGCTGCTTCATITTTGAAAGATGATGG 
AGACCCACCACTACTATATGATGAATAGCACTAATACCCACTGCTTCAGTGTTAACACAGCAGTGATTGT 
CAGCTGCCAATAGO^TGAAGTTATGGGTGACTTGAAATACCAAAACCTGAGGAGTGGGCAATGGTGCT 
TCTGTGCTTTTCCCCCTTGTAACCCATGTCCCAGATGTGTGGAATTTTTAGCTCAGCATTC 

5 5 AATGTCACTACCTCTCATCTTATGAACAGGATAATATAATTCTTTAACAGCTATAGGTTATCTGGCTGAA 
GTAGACCTAATTTTATGTGACTTGTGGTGTAAAATGTCTTGATGATAATTTTTAAAACTTC^ 
TCCAAATATGGGAGGAAAGGACAGATGTGTTTACAAGGGAGGATTTTACAAO^TACTTGCTTTATTCACC 
TCCCTGTTTTGTGTTGCGTCTTTCCTTGAATATTTTArrcGCCCAGAGTTAGCCTTTCTCAAT^ 
CCAGACTGTGGCCGTGATTCTAAAGGAAAATGTGTGCTCTTTAGTGGGTAGAACAAATGGAAATTTGGTT 

60 TCAGAATGGCTGACAGAAATCGACATAAGTCATGTAATTTTTGTTGATATATCATGAAAATGAACAGAAT 
TCTITTTCCATACTrATATCTAAGAAAAGGCATCATAGGTTTCTGAAAGAGATAACTATATAACAGCTTT 
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TTAACTATCCAGTCAACTTTCAGCITIT'CrACATTTAGGTAAAATGGTTAGGATATAACTCAT^ 
CTAATCTACATTTATa\ATAAAATGTAAATTATCrrGAAA(MACAGAATATAAGATTTAACCATGTTTGAC 
GTATITTAATTrAGTTAATGAAGCTUUVATTCAGTTTATATTTCACTAGAACTGTGTACr^ 
CAGAGAAATATCACAAATTAGAAATATTAAATCTAAGGATGAAAGGTATATATAAAACAATTTGGGGGCC 
5 AGGCACGATGGCTCAAACCTGTAATCCCAGCACTTrGGGAGACCAAGGCGGGTGGATCACTTGAGGTCAG 
GAGTTCAAGACCAGCCTGGGCAACATGGOJAAACCCTGTCTCTACTAAAAATACAAAAATTAGCCGGGTG 
TGGTGGCACITCTCriX3TAATCTCAGCTTCTCAGGAGGCTGAGACAGGAGAATCGCTTGAACCCGGG 
AGAGGTTGCAGTGAGCTGAGATCATGCCACTGCACTCCGGCCTAGGTGACAGAGGGAAACTCCATCTCCA 
GGAAAAAAAAAAAAAAACCCAATTTGGATACCAAATTAATCAACTAATTTGAGCrATCrGGCCT^ 

1 0 TAaTAGTTTTTAGTACCTGCTGGACACCACrTTTAAAAAGCAATCACreTGCTAGAAAAGTATA 

TTGTTAGGATTAAAGTTCATTAACnCAATGTAATCATGCCTCCTATTACTGAAGTCAGATTGGAAC 
TAAAGATCCAAACITTCrcTCTGGTAATAGAAAGTAAAAATCTAGACATCATTTACATTTGAGAAGCTGT 
TTITAACATTATTTTAAAATGCCaWlTATGlT'CTTrCTAQAAAAATATTTATTTTTGTT^ 
GCTTTTAATTACATTTCAGAGAGGTGTAATTTTGGGTAGATGCTCyVTTACATTTTTGAA^ 

1 5 TCCAAAATAAAGATTTATATGACKKjTGATACroGCTTTACAGAAATTTCAGAGAACTAAT^^ 
CTTTAGCATTTAAAACnTrmXjTTTTGTTTTCTGACaTATTCTGACAAAGAGCAGCAAAC^ 



KU 70 

20 

>gi I 4503840 I ref |NM_001469 . 1 1 Homo sapiens thyroid autoantigen 70kD (Ku 
antigen) (G22P1) , raRNA (SEQ ID NO:67) 

GGGGAGCAGTAGCCAAC ATG TCAGGGTGGGAGTCATATTACAAAACCGAGGGCGATGAAGAAGCAGAGGA 
AGAACAAGAAGAGAACCTTGAAGCAAGTGGAGACTATAAATATTCTIGGAAGAGATAGTTTGATTTTTT^ 

25 GTTGATGCCTCCAAGGCTATQTTTGAATCTCAGAGTGAAGATGAGTTGACACCTTTTGACATGAGC^ 

AGTGTATCCAAAGTGTGTACATCAGTAAGATCATAAGCAGTGATCGAGATCTCTTGGCTGTGGTGTTCTA 
TGGTACCGAGAAAGACAAAAATTCAGTGAATTTTAAAAATATTTACGTCTTACAGGAGCTGGATAATCCA 
GGTGCAAAACGAATTCTAGAGCTTGACCAGTTTAAGGGGCAGCAGGGACAAAAACGTTTCC7VAGACATGA 
TGGGCCACGGATCTGACTACTCACTCAGTGAAGTGCTGTGGGTCTGTGCCAACCTCTTTAGTGATC 

30 ATTCAAGATGAGTCATAAGAGGATCATGCTGTTCACCAATGAAGACaVACCCCCATGGCAATGACAGTGCC 
AAAGCCAGCCGGGCCAGGACCAAAGCCGGTGATCTCCGAGATACAGGCATCTTCCTTGACTTGATGCACC 
TGAAGAAACCTGGGGGCTTTGACATATCCriTGTrCTACAGAGATATCATCAGaVTAGCAGAGGATGAGC^ 
CCTCAGGGTTCACTTTQAGGAATCCaVGCAAGCrAGAAGACCrGTTGCGQAAGGTTCGCGCC;^ 
AGGAAGCGAGCACTCAGCAGGTTAAAGCTGAAGCTCAACAAAGATATAGTGATCTCTGTGGGa^TTTA 

3 5 ATCTGGTCCAGAAGGCTCTCAAGCCTCCTCCAATAAAGCTCTATCGGGAAACAAATGAACCAGTGAAAAC 
CAAGACX:CGGACCITTAATACAAGTACAGGCGGTTTGCTTCTGCCTAGCGATACCAAGAGGTCTCAGATC 
TATGGGAGTCGTCAGATTATACrrcGAGAAAGAGGAAACAGAAGAGCTAAAACGGTTTGATGATCCAGGTT 
TGATGCTCATGGGTTTCAAGCTOTTGGTACTGCTGAAGAAACACCATTACCTGAGGCCCTCCCro 
GTACCCAGAGGAGTCGCKMTGATTGGGAGOTCAACCCTGTTCAGTGCTCTGCTCyVTCAAGTGTCT^ 

40 AAGGAGGTTGCAGCATTGTGCAGATACACACCCCGCAGGAACATCCCTCCTTATTTTGTGGCTTTGGTGC 
CACAGGAAGAAGAGTTGGATGACCAGAAAATTCAGGTGACTCCTCCAGGCrTCCAGCTGGTCmTTTACC 
CTTTGCriXSATGATAAAAGGAAGATGCCCTTTACTGAAAAAATCATGGCaWVCTCCAGAGCAGG 
ATGAAGGCTATCGTTCAGAAGCITCGCTTCACATACAGAAGTGACAGCTTTGAGAACCCCGTGCTGCAG 
AGCACriTCAGGAACCreGAGGCCTIXKJCCTTGGATTTGATGGAGCCC^ 

45 GCCCAAGGTTGAAGCAATGAATAAAAGACTGGGCrCCTTGGTGGATGAGTTTAAGGAGCTTGTT^ 

CCAGATTACAATCCTGAAGGGAAAGTTACCAAGAGAAAACACGATAATGAAGGTTCTGGAAGCAAAAGGC 
CCAAGGTGGAGTATTCAGAAGAGGAGCTGAAGACCCACATCAGCAAGGGTACGCTGGGCAAGTTCACTGT 
GCCCATGCTGAAAGAGGCCTGCCGAGCTTAaxXSCTGAAGAGTGGGCTGAAGAAGCAGGAGCTGCrrc^ 
GCCCTCACCAAGCACTTCCAGGAC TGA CCAGAGGCCGajCGTCCAGCTGCCCTTCCGCAGTGTGCCAGGC 

50 TGCCTGGCCTTGTCCTCAGCCAGTTAAAATGTGTTTCTCCTGAGCTAGGAAGAGTCTACCCX3ACATAAGT 
CGAGGGACTTTATGTTTTTGAGGCTTTCTGTTGCCATGGTGATGGTGTAGCCCTCCCACTT^ 
TTACTTTACTGCCTGAATAAAGAGCCCTAAGTTTGTACT 

>gi ( 4503841 ( ref |NP_001460 .1 1 thyroid autoantigen 70kDa (Ku antigen); 

55 thyroid autoantigen 70kD (Ku antigen) [Homo sapiens] (SEQ ID NO: 68) 

MSGWESYYKTEGDEEAEEEQEENLEASGDYKYSGRDSLIFLVDASKAMFESQSEDELTPFDMSIOCIQSV 
Y I S KI I SSDRDLLAWFYGTEKDKNS VNFKN I YVLQELDNPGAKR I LELDQFKGQQGQKRFQDMMGHGSD 
YSLSEVLWVCANLFSDVQFKMSHKRIMLFTNEDNPHGNDSAKASRARTKAGDLRDTGIFLDLMHLKKPGG 
FDISLFYM)IISIAEDEDLRVHFEESSKLEDLLRKVRAKETRKRALSRLKLKLNKDIVISVGIYNLVQKA 

60 LKPPPIiaiYRETNEPVKTKTRTFNTSTGGLLLPSDTKRS(3IYGSRQIILEKEETEELKRFDDPGLMLMGF 
KPLVLLKKHHYLRPSLFVYPEESLVIGSSTLFSALLIKCLEKEVAALCRYTPRRNIPPYFVALVPQEEEL 
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DDQKIQVTPPGFQbVFLPFADDKRKMPFTEKIMATPEQVGKMKAIVEKLRFTYRSDSFENPVLQQHFRNIi 
EALALDU^EPEQAVDLTLPKVEAMNKRLGSLVDEFKELVYPPDYNPEGKVTKRKHDNEGSGSKRPKVEYS 
EEELKTHISKGTLGKFTVPMLKEACRAYGLKSGLKKQELLEALTKHFQD 

5 >gi I 20070134 I ref |NM_001469 . 2 I Homo sapiens thyroid autoantigen 70liDa (Ku 
antigen) (G22P1) , mRNA (SEQ ID N0:69) 

GCGGGCCGTTATCCATTTGTGTTGTTCGCCAGCTAGGCCTGGCCTCGTCCCGCTTCGCTCXK3TCGGTCTC 
GCGCGCCCCCATAGCCTTGCTAGAGGGTTAGCGTTAGCCTTAAGTGTGCGAATCCGAGGAGCAGCGACAG 
ACTCGAGACCyvCGCTCCITCCTCGGGAAGGAGGCGGCACCTCGCGTTTGAGGCCCGCCTGCGTTTGAGGC 

1 0 CCGCCrroCGCTTGa3GCCCGCCrGCGCTTGAGGCCTGTCTGCGTTTGAGATCTCATTG<^^ 

GAATTTCGGGAGGTTTTTGGGCGGTATTGAGGACGAGGGGGTCCGTTAGTCAGCATAGAATCCTGGAGCG 
GGAATCCCTCACCGTCTAAATGGCGTCGGGGGCGGGACCTCCGGGATCTGGCTTCCX3CGGGCCGCCGCCG 
GCCCTGAAACGTGAGGGATAGCTGAGATGAGGCAGCTACTGGGATGGCCCCCATGCGCATTTACATGCAG 
TCCGACIX;CCGAGCTTTa3AGGCAGCyiGGATTTACCGTCCACATTCCTCACTACTAACCAAGCTTT^ 

1 5 ACAGATCTCACAAGAACCTAGAGGTCGGTAriTlTl'CGATTTAAATTTGCCrrGTTACTGACGTTAACGTC 
TTTCGCCTAGTGAGCAGTAGCCAACATGTCAGGGTGGGAGTCATATTACAAAACCGAGGGCGATGAAGAA 
GCAGAGGAAGAACAAGAAGAGAACCTTGAAGOWVGTGGAGACTATAAATATTCAGGAAGAGATAGTTTGA 
TTTTTITGGTTGATGCCTCCAAGGCTATGTTTGAATCTCAGAGTGAAGATGAGTTGACACCT^ 
GAGCATCCAGTGTATCCAAAGTGTGTACATCAGTAAGATCATAAGCAGTGATCGAGATCTCTTGGCTGTG 

20 GTGTTCTATGGTACCGAGAAAGACAAAAATTCAGTGAATTTTAAAAATATTTACGTCTTACAGGAGCTGG 
ATAATCCAGGTGCAAAACGAATTCTAGAGCTTGACCAGTTTAAGGGGCAGCAGGGACAAAAACGTTTCCA 
AGACATGATGGGCCACGGATCTGACTACTCACTCyVGTGAAGTGCTGTGGGTCTCTGCCAACCTCriTTAG 
GATGTCCAATTCAAGATGAGTCATAAGAGGATCATGCTGTTCACCAATGAAGACAACCCCCATGGCAATG 
ACAGTGCCAAAGCCAGCCGGGCCAGGACaVAAGCCGGTGATCTCCGAGATACAGGCyVTCTTCCTTG 

25 GATGCACCTGAAGAAACCTGGGGGCTTTGACATATCCTTGTTCTACAGAGATATCATCAGCATAGCAGAG 
GATGAGGACCTCAGGGTTOVCrTTGAGGAATCCAGCAAGCTAGAAGACCTGTTGCGGAAGGTTCG^ 
AGGAQACCyvGGAAGCGAGCACrCAGCAGGTTAAAGCrGAAGCTCAACAAAGATATAGTGATCTCroTGGG 
CATTTATAATCTGGTCCAGAAGGCTCTCAAGCCTCCTCCAATAAAGCTCTATCGGGAAACAAATGAACCA 
GTGAAAACCAAGACCCXK;ACCTTTAATACAAGTACAGGCX3GTTTGCTTCTGCCrAGCGATACC^ 

30 CTCAGATCTATGGGAGTOSTCAGATTATACTGGAGAAAGAGGAAACAGAAGAGCTAAAACGGTTTGATGA 
TCCAGGTTTGATGCTCATGGGTTTCAAGCCGTTGGTACTGCIX3AAGAAACACCATTACCTGAGGCCCTC 
CTGTTCGTGTACCCAGAGGAGTCGCTGGTGATTGGGAGCTCAACCCTGTTCTIGTGCTCTGCTCATCAAGT 
GTCIXXSAGAAGGAGGTTGCAGCy^TTGTGCy^GATACACACCCCGCAGGAAaVTCCCTCCTTATTTTGT^ 
TTTGGTGCCACAGGAAGAAGAGlTGGATGACCyiGAAAATTCAGGTGACTCCTCCAGGCTTCCAGCTG^ 

35 TTTTTACCCTTTOCTGATGATAAAAGGAAGATGCCCTTTACTGAAAAAATCATGGCAACTCCAGAGCAGG 
TtKKXyUVGATGAAGGCTATCGTTGAGAAGCTTCGCTTCACATACAGAAGTGACAGCTTTGAGAACC 
GOTGCAGCAGCACTTCAGGAACCTGGAGGCCriTGGCCTTGGATTTGATGGAGCCGGAACA^ 
CTGACATTGCCCTVAGGTTGAAGCAATGAATAAAAGACrnSGGCTCCTTGGTGGATGAGTTTAAGGAGC^^ 
TTTACCCACCAGATTACAATCCrrcAAGGGAAAGTTACCTU^GAGAAAACACGATAATGAAGGTTC^ 

40 aVAAAGGCCCAAGGTGGAGTATTCAGAAGAGGAGCTGAAGACCCACATCAGCAAGGGTACGCTGGGCAAG 
TTCACTGTGCCCATGCTGAAAGAGGCCTGCCGGGCTTACGGGCTGAAGAGTGGTCTGAAGAAGCAGGAGC 
TGCTGGAAGCCCrCACCAAGCACTTCCAGGAC TGA CCAGAGGCajCGajTCCAGCTGCCCTTCCGCAGTG 
TGGCCAGGCrKX:CTGGCCriTGTCCrrCAGCCAGTTAAAATGTGTTrCTCCrrGAGCTAGG^ 
GACATAAGTCGAGGGACTTTATGTTTTTGAGGCTTTCTXSTTGCCATGGTGATGGTGTAGCCCTCCC^ 

45 TGCTGTTCTTTACITTACTGCCTGAATAAAGAGCCCTAAGTTTGTACTAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAA 



SCAMP2 

50 

>gi I 5230677 |gb|AF005038. 2 |AF005038 Honxj sapiens secretory carrier membrane 
protein (SCAMP2) mRNA, complete cds (SEQ ID NO: 70) 

GCGGAGTTCGCCGCTGGCCCCCGATCACC ATG TCGGCITTCGACACCAACCCCTTCGCGGACCCAGTGGA 
TGTAAACCCCTTCCAGGATCCCTCTGTGACCCAGCTGACCAACX3CCCCGCAGGGCGGCCIX3GCGGAATTC 

5 5 AACCCCTTCTCAGAG ACAAATGCAGCGACAACAGTTCCTGTCACCCAACTCCCTGGGTCCTCACAGCCAG 
CGGTTCTCCAGCCATCAGTGGAACCAACCCAGCCGACCCCCCAGGCCGTGGTGTCTGCAGCCCAGGCAGG 
CCTCCTCCGGCAGCAGGAAGAACTGGACAGGAAAGCrrcCCGAGCTGGAACGCAAGGAGCGGGAGCTGCAG 
AACACTGTAGCCJ^CTTGCATGTGAGACAGAACAACTGGCCCCCTCTGCCCTCGTGGTGCCCTGTGAAGC 
CCTGCTTCTATCAGGATTTCTCCACAGAGATCCCTGCCGACTACCAGCGGATATGCAAGATGCTCTACTA 

60 TCTGTGGATGTTGCATTCAGTGACTCTGTTTCTGAACCTGCTTGCCTGCCTGGCCTGGTT 

AGCTCCAAGGGAGTGGACrrrGGCCTCTCCATCCTGTGGTTTCTGATCTTCACTCCCTGTGCCTTCCnTT 
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GTTGGTACCGACCCATCTATAAGGCCTTTAGGTCCGACAACTCITTCAGCTTCTTTGTGTTCTTC^^ 
ATTTTTTTGTCAAATAGGGATCrrACATCATCCAGTTGGTTGGCATCCCTGGCCrrGGGGGACA 
ATTGCAGCCCTGTCTACACTGGATAATCATTCCCTGGCCATATCAGTCATCATGATGGTTGTGGCTGGCT 
TCITCACCCTCTGTGCCGTGCTCTCAGTCTTCCrCCTGCAGCGGGTGCACTCCCTCTACCGACXKJACAGG 
5 GGCCAGCITCCAGCAGGCCCAGGAGGAGTTTTCCCAGGGCyVTCTTCAGCAGCAGAACCTTCCACAGAGCT 
GCTTCATCTGCTGCCCAAGGAGCCTTCCAGGGGAAT TAG TCCTCCrrCTCITCTCTCCCCCTCAGCCTTrC 
TCTaSCCTGCCTTCTGAGOTGCACTTTCCGTGGGTGCCTTATGTGGTGGTGGTTGTGCCCAG^^ 
TGGOVGGGTTCTTGCCGTGGCTCTTCCTCCTCCCTCAGCGACCAGCTCTCCCTGGAACGGGAGGGACAGG 
GAATTTTTTCCCCCTCTATGTACAAAAAAAAACAAAGCTCTCTTTCCTTCTCTGGT 

10 

>gi|5230678|gb|AAB62723.2| secretory carrier membrane protein [Homo 
sapiens] (SEQ ID NO: 71) 

MSAFDTNPFADPVDVNPFQDPSVTQLTNAPQGGLAEFNPPSETNAATTVPVTQLPGSSQPAVLQPSVEPT 
QPTPQAWSAAQAGLLRQQEEIJ5RKAAELERKEREIiQim/ANLHVRQNNWPPI.PSWCPVKPCFYQDFSTE 
15 IPADYQRICKMLYYLWMLHSVTLFLmiLACIAWFSGNSSKGVDFGLSILWFLIFTPCAFLCWYRPIYKAF 
RSDNSFSFFVFFFVFFCQIGIYIIQLVGIPGLGDSGWIAAIiSTLDNHSLAISVIMMWAGFFTLCAVLSV 
FLLQRVHSLYRRTGASFQQAQEEFSQGIFSSRTPHRAASSAAQGAFQGN 



20 FIBirLIN-5 

>gi I 5453649 I ref |NM_006329. 1 1 Homo sapiens fibulin 5 (FBLN5) , mRNA (SEQ ID 
NO:72) 

ACCCCGGCGCTCTCCCCGTGTNCTCrCCACGACTOSCTCGGCCCCTCTGGAATAAAACACCCGaSA 

25 CGAGGGCCCAGAGGAGGCCGACGTGCCCGAGCrCCTCCGGGGGTCCCGCCCGCAAGCTTTCTTCTCGCCT 
TCGCATCTCCTCCTOBCGCGTCTTGGAC ATG CCAGGAATAAAAAGGATACrrCACT^STTACCATTCrrGGCT 
CTCTGTCTTCCAAGCCCTGGGAAIWACAGGCRCAGTGCACGAATGGCTTTGACCTGGATCGCCAGTCAG 
GACAGTGTTTAGATATTGATGAATGCCGAACCATCCCCGAGGCCTGCCGAGGAGACATGATGTGTGTTAA 
CCAAAATGGGGGGTATTTATGCCATTCCCGGACAAACCCTGTGTATCGAGGGCCCTACTCGAACCCCTAC 

3 0 TCGACCCCCTACTCAGGTCCQTACCCAGaVGCTGCCCCACCACTCTCAGCTCCAAACTATCCCACGATCT 
CCAGGCCTCTTATATGCCGCTTTGGATACCAGATGGATGAAAGCAACCAATGTGTGGATGTGGACGAGTG 
TGCAACAGATTCCCACa^GTGCAACCCCACCCAGATTTGCATCAATATGAAGGGCGGGTACACCTGCTCC 
TGCy^CC«ACGQATATTGGCTTTIXK3AAGGCCAGTGCrrTAGACATTGATGAATGTCGCTATGGl^ 
AGCAGCTCTGTGCGAATGTTCCTGGATCCTATTCTTGTACATGCAACCCrnKSTTTTACCCTC^ 

3 5 TGGAAGGTCTTGCCAAGATGTGAACGAGTGTGCCACCGAGAACCCCTGCGTGCAAACCTGCGTCAACACC 
TACGGCTCITTa^TCrGCCGCrcTGACCCAGGATATGAACri^GGAAGATGGCGTTC^ 
TGGACGAGTGCAGCTTCTCTGAGTTCCTCTGCCAACATGAGTGTGTGAACCAGCCCGGCACATACTTCTC 
CTCCTGCCCTCCAGGCTACATCCKKITGGATGACAACCGAAGCTGCCAAGACATCAACGAATGTGAGCAC 
AGGAACCACACGTGCAACCTGCAGCAGACGTGCTACAATTTACAAGGGGGCTTCAAATGCATCGACCCCA 

40 TCCGCTGTGAGGAGCCrrTATCTGAGGATCAGTGATAACCGCroTATGTGTCCTGCTGAGAACCCTGGCTG 
CAGAGACCAGCCCTTTACCATCTTGTACCXX3GACATGGACGTGGTGTCAGGACGCTCCGTTCCCGCTGAC 
ATCTTCCyVAATGCAAGCCACGACCCGCTACCCTGGGGCCTATTACATTTTCCAGATCAAATCTGGGAATG 
AGGGCAGAGAATTTTACATGCGGCAAACGGGCCCCATCAGTGCCACCCTGGTGATGACACGCCCCATCAA 
AGGGCCCCGGGAAATCCAGCTGGACTTGGAAATGATCACTGTCAACACTGTCATCAACTTCAGAGGCAGC 

45 TCCGTGATCCGACTGCGGATATATGTGTCGCAGTACCCATTC TGA GCCTCGGGCTGGAGCCTCCGACGCT 
GCCTCTCATTGGCACCAAGGGACAGGAGAAGAGAGGAAATAACAGAGAGAATGAGAGCGACACAGACGTT 
AGGCATTTCCTGCTGAACGTTTCCCCGAAGAGTCAGCCCCGACTTCCTGACTCTCACCTGTACTATTGCA 
GACCTGTCACCCnXJCAGGACTTGCCACCCCCAGTTCCTATGACACAGTTATCAAAAAGTATTATCATTGC 
TCCCCTQATAGAAGATTGTTGGTGAATTTTCAAGGCCTTCAGTTTATTTCCACTATTTTC^^ 

50 GATTAGQTTTGCGGGGGTCTGAGTCTATGTTCAAAGACTGTGAACAGCTTGCTGTCACTTtrrrcyvCCTCT 
TCCRCrrcCTTCTCTCACTGTGTTACTGCTTTGCAAAGACCCGGGGAGCTGGCGGGGA;^ 
AGCTAGTTTGCTTTTTGCGTACACAGAAGAAGGCTATGTAAACAAACCACAGCAGGATC 

>gi I 5453650 I ref I NP_006320 . 1 I fibulin 5; urine p50 protein; developmental 
55 arteries and neural crest epidermal growth factor- like [Homo sapiens] (SEQ 
ID NO .-73) 

MPGIKRILTVTILALCLPSPGNAQAQCTNGFDLDRQSGQCLDIDECRTIPEACRGDMMCVNQNGGYLCHS 
RTNPVYRGPYSNPYSTPYSGPYPAAAPPLSAPNYPTISRPLICRFGYQMDESNQCVDVDECATDSHQCNP 
TQICINMKGGYTCSCTDGYWLLEGQCLDIDECRYGYCQQLCANVPGSYSCTCNPGFTIiNEDGRSCQDVNE 
60 CATENPCVQTCVNTYGSFICRCDPGYELEEDGVHCSDMDECSFSEFLCQHECVNQPGTYFCSCPPGYILL 
DDNRSCQDINBCEHRNHTCNLQQTCYNLQGGFKCIDPIRCEEPYLRISDNRCMCPAENPGCRDQPFTILY 
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RDMDWSGRSVPADIFQMQATTRyPGAYYIFQIKSGNEGREFYMRQTGPISATLVMTRPIKGPREIQLDL 
EMITVNTVINFRGSSVIRliRIYVSQYPF 

>gi 1 19743802 I ref |NM_006329.2 I Homo sapiens fibulin 5 (FBLN5), mRNA (SBQ ID 
5 N0:74) 

TTCTGCCCGGGCGCTCGCAGCOSAGCGCGGCCGGGGAAGGGCTCTCCTCCCAGCGCCGAGCACTGGGCCC 
TGGCAGACGCCCCAAGATTGTTGTGAGGAGTCTAGCCAGTTGGTGAGCGCTGTAATCrGAACCAGCTGTC 
TCCAGACTGAGGCCCCATTTGCATTGTTTAACyvTACTTAGAAAATGAAGTGTTCATTTTTAACATTCCTC 
CTCCAATTGGTTrAATGCTGAATTACTGAAGAGGGCTAAGCAAAACCAGGTGCTTGCGCTGAGGGCTCTG 

1 0 CAGTGGCTGGGAGGACCCCGGCGCTCTCCCTOTGTCCTCTCCACGACTCOCTC^GCCCCrCTGGAATAAA 
ACACCCGCGAGCCCCGAGGGCCCAGAGGAGGCCGACGTGCCCGAGCTCCTCCGGGGGTCCCGCCCGCGAG 
C l TX'C ^ TCTCGCCTTCGCATCrrCCrrCCrCGCGCGTCTTGGAC ATG CCAGGAATAAAAAGGATACTCACTG 
TTACCATTCTGGCTCTCTGTCTTCCAAGCCCTGGGAATGCACAGGCACAaTGCACGAATGGCTTTGACCT 
GGATCGCC7VGTCAGGACAGTGTTTAGATATTGATGAATGCCGAACCATCCCCGAGGCCTGCCGAGGAGAC 

1 5 ATGATGTGTGTTAACCAAAATGGCGGGTATTTATGCATTCCCCGGACAAACCCTGTGTATCGAGGGCCCT 
ACTCGAACCCCTACTCGACCCCCTACTCAGGTCCGTACCCAGCAGCTGCCCCACCACTCTCAGCTCCAAA 
CTATCCCACGATOTCCAGGCCTCTTATATGCCGCTTTGGATACCAGATGGATGAAAGCAACCAATC 
GATCTGGACGAGTGTGCAACAGATTCCCy^CCAGTGCAACCCCACCCAGATCTGCATCAATACTGAAGGCG 
GGTACACCTGCTCCTGCACCGACGGATATTGGCTTCTGGAAGGCCAGTGCTTAGACATTGATGAATGT^ 

20 CTATGGTTACriXXrCAGCAGCTCTGTGCGAATGTTCCTGGATCCTATTCrTGTACATGC^ 

ACCCTCAATGAGGATGGAAGGTCTTGCCAAGATGTGAACGAGTGTGCCACCGAGAACCCCTGCGTGCyv^ 
CCTGCGTCa^CACCTACGGCTCriTTCATCrGCCGCTGTGACCCAGGATATGAACTTGAG^ 
TCATTGCAGTGATATGGACGAGTGCAGCTTCTCTGAGTrCCTCrccCAACATGAGTGTGTGAACCAGCCC 
GGCACATACTTCTGCTCCTGCCCTCCAGGCTACATCCTGCTGGATGACaUlCCGAAGCTGCCAAGACATCA 

25 ACGAATGTGAGCACAGGAACaVCACGTGCAACCrGCAGCAGACGTGCrACAATTTACAAGGGGGCTTCAA 
ATGCATCGACCCaVTCCGCTGTGAGGAGCCTTATCTGAGGATCAGTGATAACCGCTGTATGTGTCCTGCT 
GAGAACCCTGGCTGCAGAGACCAGCCCTTTACCATCTTGTACCGGGACATGGACGTGGTGTCAGGACXXrr 
CCGTTCCCGCTGACATCTTCCAAATGCAAGCCACGACCCGCrACCCTGGGGCCTATTACaVTTT^ 
CAAATCTGGGAATGAGGGCAGAGAATTTTACATGCGGCAAACGGGCCCCATCAGTGCCACCCTGGTGATG 

30 ACACGCCCCATCAAAGGGCCCCXXMAAATCO^GCTGGACTTGGAAATGATCACTGTCAACACTGTCATCA 
ACTTCAGAGGCAGCTCCGTGATCCGACTGCGGATATATGTGTCGCAGTACCCATT CTGA GCCTCGGGC'rG 
GAGCCTCCGACGCTGCCTCTCATTGGCACCAAGGGACAGGAGAAGAGAGGAAATAACAGAGAGAATGAGA 
GCGACAa^GACGTTAGGCATTTCCTGCTGAAaSTTTCCCCGAAGAGTCAGCCCCGACTTCCTGACrCTCA 
CCTCTACTATTGCAGACCTGTCyvCCCTGCAGGACTTGCCACCCCCAGTTCCTATGACACAGTTATCAA^ 

3 5 AGTATTATCATTGCTCCCCrrGATAGAAGATTGTTGGTGAATTTTCAAGGCCTTCAGTTTATTTCCACTAT 
TTTCAAAGAAAATAGATTAGGTTTGCGGGGGTCTGAGTCTATGTTCAAAGACTGTGAACAGCTTGCTGTC 
ACTTCTTCACCrCTTCCACTCCITCrrCTCyvCTGTGTTACTGCTITGCAAAGACC^ 

ACCCTGGGAGTAGCTAGTTTGCrrri-ltSCGTACACAGAGAAGGCTATGTAAACyUVACCACAGaVGGATTO 
AAGGGTTTTTAGAGAATGTGTTTCAAAACCATGCCTGGTATTTTCAACCATAAAAGAAGTTTC^ 
40 CTTAAATTTGTATAACGGTTTAATTCrcTCTTGTTCATTTTGAGTATTTTTAAAAAAT^ 

TCCTTCGAAAGGCCTTCAGACACATGCTATGTTCTGTCITCCCAAACCCAGTCTCCTCTCCyiTTrTAC^ 

CAGTCTTTTCTTTGAGGACCCCTTAATCTTGCTTTCTTTAGAATTITTACCC^ 

AGGTCTCCAAACTGATTAAATATTTGAAGAGAAAAAAAAAAAAAAAAAAAAAAAAA 

45 >gi 1 19743803 I ref |NP_006320 .2 I fibulin 5 precursor; urine p50 protein; 

developmental arteries and neural crest epidermal growth factor- like [Homo 
sapiens] (SEQ ID NO: 75) 

MPG I KR I LTVTI LALCLPS PGNAQAQCTNGFDLDRQSGQCUJIDECRTI PEACRGDMMCVNQNGGYLCIP 
RTNPVYRGPYSHPYSTPYSGPYPAAAPPIjSAPNYPTISRPLICRFGYQMDESNQCVDVDECATDSHQCNP 
50 TQICIFTrEGGYTCSCTDGYWLLEGQCLDIDECRYGYCQQLCANVPGSYSCTCNPGFTLNEDGRSCQDVNE 
CATENPCn^QTCVNTYGSFICRCDPGYELEEDGVHCSDMDECSFSEFIiCQHECVNQPGTYFCSCPPGYILL 
DDmSCQDINECEHRNHTCNLQQTCYNLQGGFKCIDPIRCEEPYLRISDNRCMCPAENPGCRDQPFTILY 
RDMDWSGRSVPADIFQMQATTRYPGAYYIFQIKSGNEGREFYMRQTGPISATIiVMTRPIKGPREIQLDL 
EMITVNTVINFRGSSVIRLRIYVSQYPF 

55 

KIAA1228 

>gi I 20521803 |dbj I AB033054 . 2 I Homo sapiens mRNA for KIAA1228 protein, 
60 partial cds (SEQ ID NO: 76) 

GCGCGGGGCTGAGCCGCCCGGGATCAGCGCGAGCACCCAGCCCGCCTCGGCCGGGAGGGCCTGAGAACCC 
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CGGGGGCGTGCrrGAGCGTGGAGCTGCCTOGGCTGCTGGCXK:AGCrcGCGCGGAGCTTCGCGCrGC^ 
CCCGTGTACGCGCTGGGCTACCTGGGGCTCAGCTTCAGCTGGGTTCTCCTCGCGCTCGCGCTGCTCGCCT 
GGTGTCGCCGCAGCCGCGGCCTCAAGGCCCTGCGCCTGTGCCGCGCGCTGGCGCTGCTGGAAGACGAGGA 
GCGCGTCGTGCGCCrnXKKX3TGCGCGCCTGCGACCTGCCCGCCriXMKJTTCATTI^ 
5 GCAGAATGGCTAAATAAGACTGTAAAACACATGTGGCCTTTCATTTGCCAATTTATAGAGAAGTTGTTT^ 
GAGAAACTATAGAACCAGCCGTGCGGGGAGCAAACACCCACCrrTAGCACCTTTAGTTTCACGAAGGTCGA 
CGTGGGCCAGCAGCCCCTCAGGATCAATGGTGTTAAGGTATACACrrGAAAATGTAGACyUAAGGCAAATT 
ATTTTGGACCTTCAGATTAGTTTTGTAGGAAATTGTGAGATTGATTTGGAGATCAAACGATATTT^^ 
GAGCTGGTGTGAAAAGTATCCAGATTCyiTGGTACCATGCGGGTGATCCrrGGAACCGriXSATTGG^ 

1 0 GCCCTTAGTTGGAGCrrTGTCTATCTTCTTCCTTAGGAAACCACrrTTTAGAAATTAAC^^ 

ACGAATCTTCTGGATGTCCCTGGATTGAATGGTTTATCAGATACTATCATTTTGGATATAATATCAAACT 
ATCTGGTGCrTCCCAATCGAATCACCGTTCCACn'GTCAGTGAAGTTCAAATAGCTCAGTTGCGGTTTC 
TGTACCAAAGGGTGTTCTAAGGATACATTIT'ATrcAAGCTCAGGATCriTCAGGGGAAAGACACTrACCT^ 
AAGGGACTTGTCAAGGGAAAGTCAGACCCCTATGGAATCATTAGAGTTGGCAACCAAATCTTCCAAAGCA 

1 5 GAGTCATCAAGGAGAACCTCAGTCCAAAGTGGAATGAAGTCTATGAGGCTTTAGTGTATGAACATCCTGG 
ACAAGAATTAGAGATTGAGCrCTTTGATGAAGACCCAGACAAGGATGACTTTTTAGGAAGTCTTAT^ 
GACCTCATTGAAGTTGAAAAGGAGCGCCTTTTAGATGAATGGTTCACTCrrGGACXSAGGTTCCC^ 
AGCTACACTTGAGACTGGAGTGGCTCACGTTAATGCCAAATGCGTCAAACCTCGACAAGGTGCTAACyVG^ 
CATCAAAGCri^CAAAGACCAAGCOVACGATGGTCITTCCTCTGCATTGCTGATCl^ 

20 GCAAGGAACCirCCGTCAGGGAAGAAAATAAGCAGCAACCCAAATCCTGTTGTCCAGATGTCAGTTGGGC 
ACAAGGCCOVGGAGAGCAAGATTCGATACAAAACCAATGAACCTGTGTGGGAGGAAAACTTCACTTTCTT 
aVTTCACAATCCCAAGCGCCAGGACCriTGAAGTTGAGGTCAGAGACGAGaVGCACCAGTGTTCCCTGGGG 
AACCTGAAGGTCCCCCTCAGCCAGCTGCrCACCAGTGAGGACATGACTGTGAGCCAGCGCrrTCCAGCTCA 
GTAACTCGGGTCaXAACyVGCaCCATCAAGATGAAGATTGCCCTGaXXSTGCTCCATC^^ 

25 AAGGCCrrCCAGACCACCAACACTCAGCTCAAGTCAAACGTCCCTCTGTGTCCAAAGAGGGGAGGAAAACA 
TCCyVTOy^ATCrCATATCTCrcGGTCTCCAGGCCCTGGTGGCAGa^CAa^GCTCCATCCACyVC 
TTGGGGGCa^GTGATAAGCCTGGTATGGAAGAAAAGGCCCAGCCCCCTGAGGCCGGCCCrrC7UXKK3CTG^ 
CGACCIXKSGCAGAAGCrCCTCCT^GCCrrCCrrGGCOTCCCCAGGCCACATCTCAGTCAAGGAG 
AOCATOSCCTCGGACATCTCGCroCCCATCXJCCACCCAGGAGCrTOCGGCAAAGGCro 

30 ACGGGACGACCCTGGGACy^GTCrrCCy^CTGGGGCAGATCCAGCTGACCATCCXKJCACAGCTCGCAGAGAAA 
CAAGCITATCGTGGTCGTGCATGCCTGCAGAAACCTCyVTTGCCTTCTCroAAGACGGCTCTO 
GTCOSCATGTATTTATTACCAGACAAGAGGCGGTCAGGAAGGAGGAAAACACACXSTGTCAAAGAAAACAT 
TAAATCCAGTGTTTGATCAAAGCTTI^TTTCAGTGTTTCGTTACCAGAAGTCCAGAGGAGAACGCTTGA 
CGTTGCCGTGAAGAACAGTGGCGGCTTCCTOTCCAAAGAaUWVGGGCTCCTTGGCAAAGTAT^ 

3 5 CTXSGOVTCTGAAGAACTTGCa^AAGGCrrGGACCCAGTGGTATGACCTCACGGAAGATGGGAOT 

AGGCGATGACATAGCCGCAGCAGGCAGGAGGCGTCCTCTTCAGCGTAGCTCTCCACCTCTACCCGGAACA 
CACCCrCTCACAGACGTACCTU^TGTTATTTrTATAATTTCATGGATTTAGTTATACATACCTrAA 
TTATAAAATTGTTGACATTTCAGGCAAATTTGGCCAATATTATCATTGAATTTTCraTGTT^ 
CTAGGATTTCGCCAGTTCCTAOVACGTGCAGTAGGGCGGCGGTAGOTCTTGTGTCrcTGGACTCT 

40 GCTGTGTCCGTAGGAGTCGGATGTGTCTGTGCTTrATTATGGCCrTGTTTATATATCACTGAC^ 

ATGCCATGTAAATAGACTATTTTTTATAATCTTTACATGCTGGTTTAAATTCAGAAGGAAATAGATCAAG 
GAAATATATATATTTTCTTCTAAAACTTATTAAATTCGTGTGACAAATAATCATTTTCATCT^ 
AAAGTTCTa^GTGACCTATTTTGTGGTGTTTCTTTTTGAAAAGAAAAGCTGAAATATTATTAAATC 
TATGTTTCTGCCCyVTTATGAAAGATGAAATAAAGTATTCAAAATATTAACATTTTCATAAATATAAGGAT 

45 GTATTATTGAGAAGTAAGTTGAAGGGCTTATAAGGAAAAATGTTTTATAACTGAGTAATATATTAAGAGA 
ATTGTCATGGTTCATAAATCACATTATGCrAATCTGAAATTTCTTACyVTAAAAATGAAGTC 
TATTTTAATTGCTGTTGTAACTTACTCATGAAACyVGTATACAGACTVCCTTGTACTrT^ 
GAGCAGACTTTCAATGTTAGCAATTAAGCTGTTGTCAAACAATCAGTCATGAGCTITGTTAATTTTCAAT 
GTTTTCCCAGCCTATAAAAAAAGGAAGGTACACGTTGTCCriTTAAAGGTTGTGAGGTAGATTGGAGTGA 

5 0 GTAGACAGGATATTGCATTAAAAATTGAAAGCTCGATCrCATTATTGTCAGGAACCCCCAGTGTGACCTC 
ACACATAGGATGTGGGACCTTTGAGCCGATGTGCACTGGCCACCACCAGGGTTGGGGGCGCCACAGCTGC 
GAGCCCGGCCCCTGCTGTTCrCAGCAGCCACrTCCCAGGCTGCCTCACTTTATGCCATGACrre 
TATTGGGATATrGTTATGCAATTTTTATCCTGTTTAGACTGTTAAAAGCAGGTTTCrTC 
CCCCAGACCTCCrrcTGAGGTGAGGCTCTGTTGCAGTGTC^3TAGGCTGTGTGTGTCTGTAAAGAAAGAATC 

5 5 CAO^TATGTAGACGATTAAGTGTATATTATAAGCTATATGCTGAAAATGGCTTCCATAGCCATGAGAACA 
TCTTAAAACTATGTGTAAATATATTAAGGAAAGTATAGCTTTGTAATTTAAATTGGAGCTTTTAGCTTC 
TTCATGGAACTATACAACTTCTGGGTAACTCACATGACCAAACAAACCAAAGTGCCTGTGACGGGGCGGG 
TGGCGTCTACCCACCCTCCCTTCTAGCAGATTCTTATTTTGTTTGAATTTATAAACAAGGCTGGTGGC^ 
TCTACCCACCCTCCCrTCTAGCAGATTTTGATTTrGTTTCAATTTATAACTTACACTrrc 

60 TTACTTATAATGGAGTCTGTAGCTTCACAGCATATTTCTVTGTAATCATAAAGACCAGTATATTCCCTCCT 
GCTGAATGACATGCGACTGTAAAGCCTCTTTATAAACCATTTCCAATGTTAGTATATAGGATTATTTGGG 
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AAGCGTATCAATACCTTTATAGACAAATACGAACATGTATGCACACAAAACAITTAACTATGGTATTTAT 
GGAAGACyUKjTAACAACATTAAATCrrAGTTGCTTTCCCTTAGTATrAGATTTGTTGAGGGTmTl'AAA^ 
ATCAGGTCTGTTGAAAGTCTTCTGTCATAATCTATAAAGCAGCAGCACTCATGGAAATTGTAGCATGCCA 
GTAATTTTTACCAAC7VTCCCATACATCTGAGTTCTGCAGTCCAGTGTGTAATCCGCTCCATGTGTATTCT 
5 GCTTAATGGAATGCTTTATTTAAGCACTTAGGCAGAGTAGACACAATTAAAGGTACAAAGCCCAGAGGAA 
GTGGTAGAGCAGCACCGTGCCTGCCCTGAGGCAGTGGAGTCAGTAGCGCTGTCCCCAGGGCCTTGAGTGC 
CnKSAGGTGCTTGGCCrCCAGTAGCTGCCTCCATTCTCTTTTAAAAAAAGGGGGTGAT^ 
AAGTGCCTCCCAGATGTGGAGGAGTGAAGCCACCATCGAGGCCACACTCAGCACTCCAGGATCCCAGCGA 
TGTOiGACACrrCTTGAGTTGTCAAAACGrrAATTTTCAGrriTAAATAATCAGTTTATCTAAG 

1 0 AATTTTAACTTTTCTACCTTGAGCCAAGCCAATGAAGGGAAAATTAATTAACTTAGTAAATTTGAAGTC 
AGCTCTGTTAGCTCGTACATQTGGGTTCTTATCCrGATCCTGTGCCTTAAAGTAGGAAGGTGTTTCCAAG 
TTCAGATTAAAATAGAAGCAGCTGGCCGGGTGCGGTGGCTOVCGCCTGTAATCCCAGaVCTTTGGGAGGC 
CGAGGCGGGCGQATGACCreAGGTCAGGAGTTCAAGACCAGCCTGGCCAACATGGAGAAACCCCATCTTT 
ACTAAAAATACTUVAAATTAGCCGGGCGTGGTGGTGGAGCGCACGCCTGTAGTCCCAGCTACTCGGGAGGC 

1 5 TGAGGO^GGAGAATTGCTTGAACCCAGGAGGCGGAGGTTGCAGTGAGCCAAGATCGCACCACTGCACTCC 
AGCCTGGGCAACAGAGTGAGACTCOJTCTCAAAAAATAAATAAAATAGAAGCAGCCTTGTAACTGTATTT 
ACCATGATAATATATTCTGCACGGTAAGAATTCCTTTTACaiGACATTCTTTATCAAGAGGTCGGCCCTTC 
TTTTTCAGGCACATAAGCCAAATGCAGGCCrGTGTGTAGCrreTGTGTTTT^ 

TTCCACCTCCAGCTGGACCCCCCACTGCAAATAGAGAACAGCXjGTGGGGGATGGGGGTTAAAAAGTAGAG 
20 AACCTCCTTTCTGTTCAACrAATTTCACGTGACAGTGCATGTATTTATTCAATAAAACCTTTATC 
TC 

>gi|20521804|dbj |BAA86542.2| KIAA1228 protein [Homo sapiens] (SEQ ID NO:77) 
AGLSRP6SAIUU>SPPRPaOPENPGSVLSVVLPGLLAQLASSFALLU>V7AIAm.GLSrSirrUJlIJUJAN 
25 CIUlSR6IJCAUU.CIUlIjaJ.BDBSRVVIU.aVILACDLPANVHrFDTSIUlBinjIX:^^ 

ETIEPAVRGANTHLSTFSFTKVDVGQQPLRINGVKVYTENVDKRQIILDLQISFVGNCEIDLEIKRYFCR 
AGVKSIOIHGTMRVILEPLIGDMPLVGALSIFFLRKPLLEINWTGLTNLLDVPGLNGLSDTIILDIISNY 
LVLPNRITVPLVSEVQIAQLRFPVPKGVLRIHFIEAQDLQGKDTYLKGLVKGKSDPYGIIRVGNQIFQSR 
VIKENLSPKWNBVyEALVYEHPGQELEIELFDEDPDKDDFLGSLMIDLIEVEKERLLDEWFTLDEVPKGK 

30 LHLRLEWLTLMPNASNLDKVLTDIKADKDQANDGLSSALLILYLDSARNLPSGKKISSNPNPWQMSVGH 
KAQESKIRYKTNEPVWEENFTFFIHNPKRQDLEVEVRDEQHQCSLGNLKVPLSQLLTSEDMTVSQRFQLS 
NSGPNSTIKMKIALRVLHLEKRERPPDHQHSAQVKRPSVSKEGRKTSIKSHMSGSPGPGGSNTAPSTPVI 
GGSDKPGMEEKAQPPEAGPQGLHDLGRSSSSLLASPGHISVKEPTPSIASDISLPIATQELRQRLRQLEN 
GTTIXK3SPIXK3IQLTIRHSSQRNKLIV\miACRNLIAFSEIX3SDPYVRMYUjPDKRRSGRRKTHVSlCKTL 

3 5 NPVFDQS FDFSVSLPEVQRRTLDVAVKNSGGFLS KDKGLLGKVLVALASEELAKGWTQWYDLTEDGTRPQ 
AMT 

>gi I 22045983 |ref |XM_036408. 3 I Homo sapiens KIAA122B protein (KIAA1228) , 
mRNA (SEQ ID NO: 78) 

40 GCGCGGGGCTGAGCCGCCCGGGATCAGCGCGAGCACCCAGCCCGCCTCGGCCGGGAGGGCCTGAGAACCC 
CGGGGGCGTGCTGAGTOTGGAGCroCCCGGGCTGCTGGCGaVGCTGGCGCGGAGCTTCGCGCTG^^ 
CCCGTGTACGOjCTGGGCTACCTGGGGCTCAGCrrTCAGCTGGGTTCTCCTCGCGCTCGCGCrGCT 
GGTCTCGCCGCAGCaSCGGCCTCAAGGCCCTGCGCCTGTGCCGCGCGCTGGCGCTGCTGGAAGACGAGGA 
GCGCGTCGTGCGCCTGGGGGTCCGCGCCTGCGACCTGCCCGCCTGGGTTCATTTTCCAGACT^C^ 

45 GCAGAATGGCTAAATAAGACroTAAAACAC ATG TGQCCTTTCATTTGCCAATTTATAGAGAAGTTGTTC 
GAGAAACTATAGAACCAGCCGTGOXSGGAGCa^AACACCCACCTTAGCACCTTTAGTTTCACGAAGGTCGA 
CGTGGGCCAGCAGCCCCItyVGGATCAATGGTGTTAAGGTATACACrreAAAATGTAGACAAAAGGC^^ 
ATTTTGGACCTrCAGATTAGTTTTGTAGGAAATTGTGAGATTGATTTGGAGATCAAACGATAT^^ 
GAGCTGGTGTGAAAAGTATCCAGATTCATGGTACCATGCGGGTGATCCTGGAACCGTTGATTGGAGATAT 

5 0 GCCCrrrAGTTGGAGCTTTGTCTATCrrTCXrCCTTAGGAAACaVCTTTTAQAAAT^ 

ACGAATCTTCTGGATGTCCCTGGATTGAATGGTTTATCAGATACTATCATTTTGGATATAATATCAAACT 
ATCTGGTGCrrCCCTiLATCGAATCyVCCGTTCCACTTGTCAGTGAAGTTCAAATAGCTCAGTTGCGGTTT 
TGTACCAAAGGGTGTTCTAAGGATACATTTTATTGAAGCTCAGGATCTTCAGGGGAAAGACACTTACCTT 
AAGGGACTTGTCAAGGGAAAGTCAGACCCCTATGGAATCATTAGAGTTGGCAACCAAATCTTCCAAAGCA 

5 5 GAGTCATCAAGGAGAACCTCAGTCCTVAAGTGGAATGAAGTCTATGAGGCTTrAGTGTATGAACATCCTGG 
ACAAGAATTAGAGATTGAGCTCrrTGATGAAGACCCAGACAAGGATGACTTTTTAGGAAGTCTTATGATT 
GACCTCATTGAAGTTGAAAAGGAGCGCCTTTTAGATGAATGGTTCACTCTGGACGAGGTTCCC^ 
AGCTACACTTGAGACTGGAGTGGCTCACGTTAATGCCAAATGCGTCAAACCTCGACAAGGTGCTAACAGA 
CATCAAAGCTGACAAAGACCAAGCCAAOjATGGTCTTTCCTCTGCATTGCrcATCTTGTACrr^^ 

60 GCAAGGAACCTTCCGTCAGGGAAGAAAATAAGCAGCAACCa^AATCCTOTTGTCCAGATGTCAGTTGGGC 
ACAAGGCCCAGGAGAGCAAGATTCGATACAAAACCAATGAACCTGTGTGGGAGGAAAACTTCACTTTCTT 
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CATTWCAATCCCAAGCGCCAGGACCTTGAAGTTGAGGTOVGAGACGAGCAGCACCAGTGTTCCCTGGGG 
AACCTGAAGGTCCCCCTCAGCCAGCTGCTCACaiGTGAGGACATGACrrcTQAGCCAGCGCTTCCAGCTCA 
GTAACTCGGGTCCAAACyvGCACCATCAAGATGAAGATTGCCCTGCGGGTGCTCCATCTCGAAAAGCGAGA 
AAGGCCTCCAGACCACCAACACTCAGCTCAAGTCAAACGTCCCTCTGTGTCCAAAGAGGGGAGGAAAACA 
5 TCCATCAAATCTCATATGTCTGGGTCTCCAGGCCCTGGTGGCAGCAACACAGCTCCATCCACACCAGTCA 
TTGGGGGCAGTGATAAGCCTGGTATGGAAGAAAAGGCCCAGCCCCCTGAGGCCGGCCCTCAGGGGCTGCA 
CGACCTGGGCAGAAGCTCCTCCAGCCTCCTGGCCTCCCCAGGCCACATCTCAGTCAAGGAGCCGACCCCC 
AGCATCGCCTCGGACATCTCGCTGCCCATCGCCACCCAGGAGCTGCGGCAAAGGCTGAGGCAGCTGGAAA 
ACGGGACGACCCTGGGACAGTCTCCACTGGGGCAGATCCAGCTGACCATCCGGCACAGCTCGCAGAGAAA 

1 0 CAAGCITATCGTGGTCGTGCATGCCTGCAGAAACCTCATTGCCrTCrrCTGAAGACGGCTCTGA 

GTCCGCATGTATTTATTACCAGACAAGAGGCGGTCAGGAAGGAGGAAAACACACGTGTCAAAGAAAACAT 
TAAATCCAGTGTTTGATCAAAGCTTTGATTTaVGTGTTTa3TTACCAGAAGTGCAGAGGAGAACG^ 
CGTTGCCGTGAAGAACAGTGGCGGCTTCCTGTCCAAAGACAAAGGGCTCCTTGGO^AAGTATTGGTTGOT 
CTGGCATCTGAAGAACTTGCCAAAGGCTGGACCCAGTGGTATGACCTCACGGAAGATGGGACGAGGCCTC 

1 5 AGGaJATGACATAGCOSCAGCAGGCAGGAGGCGTCCTCTTCAGCGTAGCTCTCCACCTCTACCCGGAACA 
CACCCrrCTCACAGACGTACCAATGTTATTTTTATAATTTCATGGATTTAGTTATACATACCriTAATAGCT 
TTATAAAATTGTTGACATTTCAGGau^TTTGGCCAATATTATCATTOAATTT^ 
CTAGGATTTCQCCyVGTTCCrACyVACGTGCAGTAGGGCGGCGGTAGCTCrrTGTGTCTGTGGACTC^ 
GCTGTGTCCGTAGGAGTCXXSATGTGTCTXjTGCTTTATTATGGCCTTGTTTATATATCAC^ 

20 ATGCCATGTAAATAGACrA rriTri ATAATCTTTACATGCTGGTTTAAATTCAGAAGGAAATAGATCa^ 
GAAATATATATAr i 'IT C TTCTAAAACTTATTAAATTajTGTGACAAATAATCATTTTCATCTTGGC^ 
AAAAGTTCTCAGTGACCTATTITGTGGTGTTrCTTTTTGAAAAGAAAAGCTGAAATATTATTAAAT^ 
GTATGTTIXrroCCCATTATGAAAGATGAAATAAAGTATTCAAAATATTAACATTTrCATAAATATAAGGA 
TGTATTATTGAGAAGTAAGTTGAAGGGCTTATAAGGAAAAATGTTTTATAACTGAGTAATATATTAAGAG 

25 AATTGTCATGGTTCATAAATOVCATTATGCTAATCraAAATTTCITACATAAAAATGA^ 
TTATTTTAATTGCrcTTGTAACriTACTCyVTGAAACAGTATACAGACACCTTGTACTTT^ 
AGAGO^GACTTTCAATGTTAGCAATTAAGCTGTTGTCAAACAATCAGTCATGAGCTTTGTTAATTTTC^ 
TGTTTTCCCAGCCrrATAAAAAAAGGAAGGTACACGTrGTCCTTTTAAAGGTTGTGAGGTAGATTGGAGTG 
AGTAGACAGGATATTGCATTAAAAATTGAAAGCTCGATCTCATTATTGTCAGGAACCCCCAGTGTGACCT 

30 CAaVCATAGGATGTGGGACCTTTGAGCCGATGTGO^CTGGCCACCACCAGGGTTGGGGGCGCCACAGCTC 
CGAGCCCGGCCCCTGCTGTTCTCAGCAGCCACTTCCCAGGCTGCCTCACTTTATGCCATGACTGACCT^ 
ATATTGGGATATTGTTATGCAATTTTTATCCTGTTTAGACnXSTTAAAAGCAGGTTrCTC 
CCCCCAGACCTCCTGTGAGGTGAGGCTCTGTTGCAGTGTCGTAGGCTGTGTGTGTCTGTAAAGAAAGAAT 
GCACATATGTAGACGATTAAGTGTATATTATAAGCTATATGCTGAAAATGGCTTCCATAGCCATGAGAAC 

3 5 ATCTTAAAACTATGTGTAAATATATTAAGGAAAGTATAGCTTTGTAATTTAAATTGGAGCTTTTAaC^^ 
TTTCATGGAACTATACAACITCTGGGTAACTCACyiTGACCAAACAAACCAAAGTGCCTGTGACGGC^^ 
GTGGCXjTCTACCCACCCTCCCTTCTAGCAGATTCTTATTTTGTTTGAATTTATAAACAAGGC^^ 
GTCTACCCACCCTCCCTTCTAGCAGATTTTGATTrTGTTTCAATTTATAACTTACTVCriTT^^ 

tttacttataatwagtctgtagcttcacagcatatttcatgtaatcataaagaccagtatattccctcc 
40 tgctgaatgaovtccgacrgtaaagccrrctttataaaccatttcctvatgttagtatataggattatt^ 

GAAGCGTATCAATACCTTTATAGACAAATACGAACATGTATGCAC7VCAAAACATTTAACTATGGTATTTA 
TGGAAGACAGGTAACAACATTAAATCTAGTTGCTTTCCCTTAGTATTAGATTTGTTGAGGGTn'rTT 
AATCAGGTCTGTTGAAAGTCnCTCTCATAATCTATAAAGCAGCyVGCACTCATGGAAATTGTAGCATGCC 
AGTAATTTTTACCAACATCCCATAa^TCTGAGTTCTGCAGTCCAGTGTGTAATCTOCrCCATGTGTATTT 

45 TGCTTAATGGAATGCTTTATTTAAGaVCrrTAGGCAGAGTAGACaVCAATTAAAGGTACAAAGCCCAGAGGA 
AGTGGTAGAGCAGCACCGTGCCrcCCCTGAGGCyiGTGGAGTCAGTAGCGCTGTCCCCAGGGCCTTGAGTG 
CCTGGAGGTGCTTGGCCTCCAGTAGCTGCCTCCATTCTCTITTAAAAAAAGGGGGTGATTCTGAGGCACT 
GAAGTGCCTCCCAGATGTGGAGGAGTGAAGCCACCATCGAGGCCACACTCAGCACTCCAGGATCCCAGCG 
ATGTC»GACACTCri^AGTTGTCAAAAa3TTAATTTrcAGTTTTAAATAATCAG^^ 

50 GAATTITAACTTTTCrACCTTGAGCCAAGCCAATGAAGGGAAAATTAATTAACTTAGTAAATI^ 

Cy^GCTCTGTTAGCTCGTACATGTGGGTTCTTATCCTGATCCTCTGCCriTAAAGTAGGAAGGTGTTT^ 
GTTCAGATTAAAATAGAAGCAGCTGGCCGGGTGCGGTGGCTCACGCCrcTAATCCCAGCACTTTGGGAGG 
CCGAGGCGGGCGGATGACCTGAGGTCAGGAGTTCAAGACCAGCCTGGCCAACATGGAGAAACCCCATCTT 
TACTAAAAATACAAAAATTAGCCGGGCGTGGTGGTGGAGCGCACGCCTGTAGTCCCAGCTACTCGGGAGG 

5 5 CTGAGGCAGGAGAATTGCTTGAACCCAGGAGGCGGAGGTTGCAGTGAGCCAAGATCGCACCACTGCACTC 
CAGCCTGGGCAACAGAGTGAGACTCCGTCTCAAAAAATAAATAAAATAGAAGCAGCCTTGTAACTGTATT 
TACCATGATAATATATTCTGCACGGTAAGAATTCCTTTTACAGACATTCTTTATCAAGAGGTCGGCCCTT 
CTTTTrCAGGCACATAAGCCAAATGCAGGCCTGTGTGTAGCTGTGTGTTTTTTCTGTGGTTGCCGCAT^ 
ATTCCACCTCCAGCTGGACCCCCCACTGCAAATAGAGAACAGCGGTGGGGGATGGGGGTTAAAAAGTAGA 

60 GAACCTCCTTTCTGTTCAACTAATTTCACGTGACAGTGCATGTATrrATTCAATAAAACCTTTATGTTAG 
CTC 
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>gi I 22045984 I ref |XP_036408 . 3 I similar to RIKEN cDNA 4921504116 [Homo 
sapiens] (SEQ ID NO: 79) 

hMPFICQFIBKLFRETIEPAVRGAimjLSTFSFTKVDVGQQPIiRINGVKVYTENVDKRQIILDLQISFVG 
5 NCEIDLEIKRYFCRAGVKSIQIHGTMRVILEPLIGDMPLVGALSIFFLRKPLLEINVITGIiTNLLDVPGLN 
GLSDTI ILDI ISNYLVLPNRITVPLVSEVQIAQLRFPVPKGVLRIHFIEAQDLQGKDTYLKGLVKGKSDP 
YGIIRVGNQIFQSRVIKENLSPKWNEVYEALVYEHPGQELEIELFDEDPDKDDFLGSLMIDLIEVEKERL 
LDEWFTLDEVPKGKLHLRLEWLTLMPNASNLDKVLTDIKADKDQANDGLSSAIjLILYLDSARNLPSGKKI 
SSNPNPWQMSVGHKAQESKIRYKTNEPVWEENFTFFIHNPKRQDLEVBVRDEQHQCSLGNLKVPLSQLL 
1 0 TSEDMTVSQRFQLSNSGPNSTI KMKIALRVLHLEKRERPPDHQHSAQVKRPSVSKEGRKTS I KSHMSGSP 

gpggsntapstpviggsdkpgmeekaqppeagpcx3lhdlgrssssliiaspghisvkeptpsiasdislpi 
atqelrqrlrqlengttlgqsplgqiqltirhssqrnklivvvhacrnliafsedgsdpyvrmyllpdkr 
rsgrrkthvskktiinpvfdqsfdfsvslpevqrrtldvavknsggflskdkgllgkvlvalaseelakgw 

TQWYDLTEDGTRPQAMT 

15 

EST FROM CLONE 2108068 

>gl|8249872(enib|AL357532.l|lROESTlll Homo sapiens EST from clone 2108068, 

20 full insert (SEQ ID NO: 80) 

TCAGCATGAAGCAGTTTGCTGAAGGCTCCACTCTCAAACTGGCTAAGCAGTGTCGAAAGTGGCTGTGCA^ 
TGACCAGATCGACGCAGGCACTCGGCGCTGGGCAGTGGAGGGCCTGGCTTACCTGACCTTTGATGCCGAC 
GTGAAGGAAGAGTTTGTGGAGGATGCGGCTGCrCTGAAAGCTCTGTTCCAGCTCAGCAGGTTGGAGGAGA 
GGTCAGTGCTCTTTGCGGTGGCCTCAGCGCIXX3TGAACrGCACCy^CAGCTATGACT 

25 CCCCAAGATGGTGGAGCTGGCCAAGTATGCCAAGCAGCATGTGCCCGAGCAGCACCCCAAGGACAAGCCA 
AGCrrCGTGCGGGCTCGGGTGAAGAAGCTGCTGGCAGCGGGTGTGGTGTCGGCCATGGTGTGCATGGTGA 
AGACXX3AGAGCCCTGTGCTGACCAGTTCCnt3CAGAGAGCrGCTCTCCAGGGTCTTCTTGGCTTTAGTGGA 
AAGGOaXyVCACATCAGCAGCCTCACCAGCTGTGAGCCTGCTATCAGGCCTGCCCCrrCCAATAAAAGTGT 
GTAGAACTCCCAAAAAAAAAAAAAAAAA 

30 

vlmentln 

>gi|4507894|ref |NM_003380.l( Homo sapiens vimentin (VIM), mRNA (SEQ ID 
35 NO: 81) 

GGGCGCGCCAGAGACGCAGCCGCGCrCCCACCACCCACACCCACCGCGCCCra3TrCGCCTCTTCTCCGG 
GAGCCAGTCCGCGCCACCGCCGCCGCCCAGGCCATCGCCACCCTCCGCAGCC ATGT CCACCAGGTCCGTG 
TCCTCGTCCTCCTACCGCAGQATGTTCGGCGGCCCGGGCACCGCGAGCCGGCCGAGCTCCAGCCGGAGCT 
ACGTGACTACGTCCACCCGCACCTACAGCCTGGGCAGCGCGCTGCGCCCCAGCACCAGCCGCAGCCTCTA 

40 CGCCTCGTCCCCGGGCGGCGTGTATGCCACGCGCTCCTCTGCCGTGCGCCTGCGGAGCAGCGTGCCCGGG 
GTGCGGCrCCTGCAGGACTCGGTGGACTTCTCGCTGGCCGACGCCATCAACACCGAGTTCAAGAACACCC 
GCyvCCAAC»AGAAGGTGGAGCrreCAGGAGCTGAATGACCGCTTCX3CCAACrACATCGACAAGGTGCGC^ 
CCTGGAGCAGCAGAATAAGATCCTGCTGGCCGAGCTCGAGCAGCTCAAGGGCCAAGGCAAGTCGCGCCTA 
GGGGACCTCTACGAGGAGGAGATGCGGGAGCTGCGCCGGCAGGTGGACCAGCTAACCAACGACAAAGCCC 

45 GCGTCGAGGTGGAGCGCGACAACCTGGCCGAGGACATCATGCGCCTCCGGGAGAAATTGCAGGAGGAGAT 
GCTTCAGAGAGAGGAAGCCGAAAACACCCTGCyVATCTTTCAGACAGGATGTTGACAATGCGTCTCTGGCA 
CGTCTTOACCTTGAACGCAAAGTGGAATCTTTGCTUVGAAGAGATTGCCTTTTTGAAGAAACTCCACGAAG 
AGGAAATCCAGGAGCTGCAGGCTCAGATTCAGGAACAGCATGTCCAAATCGATGTGGATGTTTCCAAGCC 
TGACCTCACGGCTGCCCTGCGTGACGTACGTCAGCAATATGAAAGTGTGGCTGCCAAGAACCTGCAGGAG 

50 GCAGAAGAATGGTACAAATCCAAGTTrGCTGACCTCrCTGAGGCTGCCAACCGGAACAATGACGCCCTQC 
GCaVGGCAAAGCAGGAGTCCACTGAGTACCGGAGAOVGGTGCAGTCCCTCACCTGTGAAGTGGATGCCCT 
TAAAGGAACCAATGAGTCCCTGGAACGCCAGATGCGTGAAATGGAAGAGAACTTTGCCGTTGAAGCTGCT 
AACTACCAAGACyvCTATTGGCCGCCTGCAGGATGAGATTCAGAATATGAAGGAGGAAATGGCTCGTCACC 
TTCGTGAATACCAAGACCrGCTCAATGTTAAGATGGCCCTTGACATTGAGATTGCCACCTACAGGAAGCT 

5 5 GCTGGAAGGCGAGGAGAGCAGGATTrcrCTGCCTCTTCCAAACTTTTCCTCCCTGAACCTGAGGGAAACT 
AATCTGGATTCACTCCCTCTGGTTGATACCCACTCAAAAAGGACATTCCTGATTAAGACGGTTGAAACTA 
GAGATGGACAGGTTATa^CGAAACTTCTCAGCATCACGATGACCTTGAATAAAAATTGCACACACTCAG 
TGGCAGGCGATATATTACCCAGGCAAGAATAAAAAAGAAATCCCATATCTTAAAGAAACAGCTTTCAAGT 
GCCTTrCTGCAGTTrTTCAGGAGCGCAAGATAGATTTGGAATAGGAATAAGCTCTAGTTCTTAACAACCQ 

60 ACACTCCTACAAGATTTAGAAAAAAGTTTACAACATAATCTAGTTTACAGAAAAATCTTGTGCTAGAATA 
CTTrTrAAAAGGTATTTTGAATACCATTAAAACTGCriU-rrll"lTirCAGCAAGTATCCAACCAACrTGG 
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TTCTGCTTCAATAAATCTTTGGAAAACTCCA 

>gi |4507895 I ref |NP_003371 . 1 1 vimentin [Homo sapiens) (SEQ ID NO:82) 
MSTRSVSSSSYRRMFGGPGTASRPSSSRSyVTTSTRTYSLGSALRPSTSRSLyASSPGGVYATRSSAVRL 
5 RSSVPGVRLbQDSVDFSLiADAINTEFKNTRTNEKVELQELNDRFANY IDKVRFLEQQNKI LIAELEQLKG 
QGKSRLGDLYEEEMRELRRQVDOLTNDKARVEVERDNLAEDIMRLREKLQEEMLQREEABNTLQSFRQDV 
' DNASLARLDLERKVESLQEEIAFLKKLHEEEIQELQAQIQEQHVQIDVDVSKPDLTAALRDVRQQYESVA 
AKNLQEAEEWYKSKFADLSEAANRNNDALRQAXQESTEYRRQVQSLTCEVDALKGTNESLERQMREMEEM 
FAVEAANYQDTIGRLQDEIQNMKEEMARHLREYQDLLNVKMALDIEIATyRKLLEGEESRISLPLPNFSS 
1 0 IiNLRETNIiDSLPLVDTHSKRTFLIKTVETRDGQVINETSQHHDDLE 



fllamln A, alpha 

15 >gi I 4503744 I ref |NM_001456 . 1 1 Homo sapiens filamin A, alpha (actin binding 
protein 280) (FLNA) , mRNA (SEQ ID NO:83) 

gcgatccgggcgccaccccgoxjtcatcggtcaccggtcgctctcyiggaacagcagcgcaacctctgctc 
cctgcctcgcctcccgcgcgcctaggtgcctgcgactttaattaaagggccgtcccctcxsccgaggctgc 
agcaccgcccccccggcitctcgcgcctcaaaatcagtagctcccactcrrcgggcgg^ 

20 aggcgcggctccx3ggcggcggcgtcgacacgcgggacgccgaqatgccggccaccgagaaggacctggcg 
gaggacgcgccgtggaagaagatcovgcagaacactttcacgcxjctggtgcaacgagcacctgaagtgcg 
tgagcyvagoscatcgccaacctgcagacggacctgagcgaaxxsctgasgcttatcgcgctgttggaggt 
gctcyigccyvgaagaaqatgcaccgcaagcacaaccagcggcccacrttccgccaaatgcagctosaga^ 
gtgtcggtggcgctcgagttcctggaccgcgagagcatcaaactggtgtccatcgacagcaaggccatcg 

25 tggaokmaacctgaagctgatcctgggccrrcatcrogaccctgatcctgcactactccatctcc^ 

catgtgggacgaggaggaggatgaggaggccaagaagcagacccccaagcagaggctcctgggctggatc 
cagaacaagcnxktcgcagcrrgcccatcacauvcttcagccgggactggcagagcggccgggccctgggra 
ccctggtggacagctgtgccccgggcctgtgtcctgactgggactcttgggacgccagcaagcccgttac 
caatgcgcgagaggccatgcagcaggosgatgactggctgggcatcccccaggtgatcacccccgaggag 

30 attgtggaccccaacgtggacgagcyvctctgtcatgacctacctgtcccagttccccaaggcctuvgcro 
agccaggggctcccttgcgccccaaactgaacccgaagaaagcccgtgcctacgggccaggcatcgagcc 
cacaggcaacatggtgaagaagcgggcagagttcactgtggagaccagaagtgctggccagggagaggtg 
ctggtgtacgtggaggacccggccggacaccaggaggaggcaw^gtgaccgccaataacclacaagaacc 
gcaccttctccgtctggtacqtccccgaggtgacggggactcataaggttacixnxsctcttroc^ 

3 5 gcacatcxk:caagagccccttcgaggtgtacgtggataagtcacagggtgacgccagcaaagtgacagcc 
caaggtcccggcctggagcccagtggcaacyvtcgccaacaagaccacctacnttgagatctttacggc^ 
gagctggcacgggcgaggtcgaggttgtgatccaggaccccatgggacagaagggcacggtagagcctca 
gctggaggcccggggcgacagcaovtaccgcrgcagctaccagcccaccatggagggcgtccacaccgtg 
cacgtcyicgtttgccggcgtgcccatcccrcgcagcccctacactgtcactgtt^ 

40 CGAGTGCCTGCCGGGCGGTTGGCOXSGGCCTCCAGCCCAAGGGTGTGCGGGTGAAGGAGACAGCTGACTT 
CAAGGTGTACACAAAGGGCGCTGGCAGTGGGGAGCTGAAGGTCACCGTGAAGGGCCCCAAGGGAGAGGAG 
CGCGTGAAGCAGAAGGACCTGGGGGATGGCGTGTATGGCTTCXSAGTATTACCCCATGGTCCCTGGAACCT 
ATATCGTCACCATCACX3TGGGGTGGTCAGAACATCGGGCGCAGTCCCTTCGAAGTGAAGGTGGGCACCGA 
GTGTGGCyUVTCAGAAGGTAa3GGCCnXXXX;CCCTGGGCnX3GAGGGCGGCGTa3TT^ 

45 TTTGTGGTGGAGGCTATCGGGGAOSACGTGGGCACGCTGGGCTTCTCGGTGGAAGGGCCATCGCAGGCTA 
AGATCGAATGTGACGACAAGGGCGACGGCTCCTGTGATGTGCGCTACTGGCCGCAGGAGGCTGGCGAGTA 
TGCCGTTCACGTGCTGTGCAACAGCGAAGACATCCGCCTCAGCCCCTTCATGGCTGACATCCGTGACGCG 
CCCCAGGACTTCCaiCCCAGACAGGGTGAAGGCACGTCGGCCTGGATTGGAGAAGACAGGTGTGGCCGTCA 
ACAAGCCAGCAGAGTTCACAGTGGATGCCAAGCACGGTGGCAAGGCCCCACrrTCGGGTCCAAGTCCAGGA 

50 CAATGAAGGCTGCCCTGTGGAGGCGTTGGTCAAGGACAACGGCAATGGCACrTACAGCTGCTCCTACGTG 
CCCAGGAAGCCGGTGAAGCACACAGCCATGGTGTCCrcGGGAGGCGTCAGCATCCCCAACAGCCCCTTCA 
GGGTGAATGTGGGAGCTGGCAGCCACCCCAACAAGGTCAAAGTATACGGCCCCGGAGTAGCCAAGACAGG 
GCTCAAGGCCCACGAGCCCACCTACTTCACTGTGGACTGCGCCGAGGCTGGCCAGGGGGACGTCAGCATC 
GGCATCAAGTGTGCCCCTGGAGTGGTAGGCCCCGCCGAAGCTGACATCGACTTCGACATCATCCGCAATG 

5 5 ACAATGACACCriTCACGGTCAAGTACACGCCCCGGGGGGCTGGCAGCTACACCATTATGGTCCTCTTTOC 
TGACCAGGCCACGCCCACCAGCCCCATCCGAGTCAAGGTGGAGCCCTCTCATGACGCCAGTAAGGTGAAG 
GCC^AGGGCCCrrGGCCTCAGTCGCACTGGTGTCGAGCTTGGCAAGCCCACCCACTTCACAGTAAATGCCA 
AAGCTGCTCGCAAAGGCAAGCTGGACGTCCAGTTCTCAGGACTCACCAAGGGGGATGCAGTGCGAGATGT 
GGACATCATCGACCACCATGACAACACCTACACAGTCAAGTACACGCCTGTCCAGCAGGGTCCAGTAGGC 

60 GTCAATGTCACrrATGGAGGGGATCCCATCCCTAAGAGCCCTTTCrCAGTGGCAGTATCrcCAAGCCTGG 
ACCTCAGCAAGATCAAGGTGTCTGGCCTGGGAGAGAAGGTGGACGTTGGCAAAGACCAGGAGTTCACAGT 
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aVAATCAAAGGGTGCTGQTGGTCAA(X3CAAAGTGGCATCCAAGATTGTGGGCCCCTCGGGTGCAGCGGTG 
CCCTGCAAGGTGGAGCCAGGCCTGGGGGCTGACAACAGTGTGGTGCGCTTCCTGCCCCGTGAGGAAGGGC 
CCTATGAGGTGGAGGTGACCTATGACGGCGTGCCCGTGCCTGGCAGCCCCriTTCCTCTGGAAGCTGTGGC 
CCCCACCAAGCCTAGCAAGGTGAAGGCGTTTGGGCCGGGGCTGCAGGGAGGCAGTGCGGGCTCCCCCGCC 
5 CGCTTCACCATCGACACCAAGGGCGCCGGCACAGGTGGCCTGGGCCTGACGGTGGAGGGCCCCTGTGAGG 
CGCAGCTCGAGTGCTTGGACAATGGGGATGGCACATGTTCCGTGTCCTACGTGCCCACCGAGCCCGGGGA 
CTACTACATCAACATCCTCTTCGCrGACACCCACyVTCCCTGGCTCCCCATTCAAGGCCCA 
TGCTTTGACGCATCCAAAGTCAAGTGCTCAGGCCCCGGGCTGGAGCGGGCCACCGCTGGGGAGGTGGGCC 
AATTCCAAGTGGACTGCTCGAGCGCGGGCAGCGCGGAGCTGACCATTGAGATCTGCTCGGAGGCGGGGCT 

1 0 TCCGGCOSAGGTGTACATCCAGGACCACGGTGATGGCACGCACACCATTACCTACATTCCCCTCTGCCCC 
GGGGCCTACACTOTCACCATOUVGTACGGCGGCCAGCCCGTGCCCAACTTCCCCAGCAAGCTGCAGGTGG 
AACCrro(^TGGACACriTCCGGTGTCCyVGTGCTATGGGCCrrGGTATTGAGGGCCAGGGTGT(^ 
GGCCACCACTGAGTTCAGTGTGGACGCCCGGGCTCTGACACAGACCGGAGGGCCGCACQTCAAGGCCCGT 
GTGGCCAACCCCTCAGGCAACCTGACGGAGACCTACGTTCAGGACCGTGGCGATGGCATGTACAAAGTGG 

1 5 AGTACACGCCTTACGAGGAGGGACTGCACTCCGTGGACGTGACCTATGACGGCAGTCCCGTGCCCAGCAG 
CCCCTTCCAGGTGCCCGTGACCGAGGGCTGCGACCCCTCCCGGGTGCGTGTCCACGGGCCAGGCATCCAA 
AGTGGCACCACCAACAAGCCCAACAAGTTCACreTGGAGACCAGGGGAGCTGGCACGGGCGGCCTGGGCC 
TGGCTGTAGAGGGCCCCTCaSAGGCCAAGATGTCCTGCATGGATAACAAGGACGGCAGCrcCT 
GTACATCCCTTATGAGGCTGGCACCTACAGCXrTCAACGTCACCTATGGTGGCCATCAAGTGCCAGGCAG^ 

20 CCnrCAAGGTCCCTGTGCATGATGTGACAGATGCGTCaVAGGTCTVAGTGCTCriX^ 
a^GGCATGGTTCGTGCCAACCTCCCrcyVGTCCTTCCAGGTGGAaVCAAGCa^GGCnXM 
GCAGGTCAAAGTGCAAGGGCCCAAAGGC(nXM3TGGAGCCAGTGGACX3TGGTAGACAACGCrGAT^ 
CAGACCGTCAATTATGTGCCCAGCCGAGJiAGGGCCCTACAGCATCTCAGTACTGTATGGAGATGAAGAGG 
TACCCCGGAGCCCCTTOVAGGTCAAGGTGCTGCCTACTaVTGATGCCAGCAAGGTGAAGGCCAGTGGCrc 

25 CGGGCTCAACACCyvCTGGCGTGCCTGCCAGCCTGCCCGTGGAGTTCACCATCGATGCAAAGGACGCCGGG 
GAGGGCCTGCTGGCTGTCCAGATCACGGATCCCGAAGGCAAGCCGAAGAAGACACACATCCAAGACAACC 
ATGAOKSCACGTATACAGTGGCCTACGTGCCAGACGTGACAGGTCGCTACACCATCCTCATCAAGTACGG 
TGGTGACGAGATCCCCTTCTCCCCGTACCGCGTGCGTGCCGTGCCCACCGGGGACGCCAGCAAGTGCACT 
GTCACAGTGTCAATCGGAGGTCACGGGCTAGGTGCTGGCATCGGCCCCACCATTCAGATTGGGGAGGAGA 

30 CGGTGATCACTGTGQACACTAAGGCGGCAGGCAAAGGCAAAGTGACGTGOVCCGTGTGCACGCCrGATGG 
CTCAGAGGTGGATGTGGACGTGGTGGAGAATGAGGAax;CACITTCX3ACATCTTCTA(^ 
CCGGGCAAATACGTCATCTGTGTGCGCTTTGGTGGCGAGCACGTGCCCAACAGCCCCTTCCAAGTGACGG 
CTCTGGCTGGGGACCAGCCCTCGGTGCyVGCCCCCTCTACGGTCrrCAGCAGCTGGCCCCACAGTACACCTA 
CGCCCAGGGCGGCCAGCyVGACnTGGGCCCCGGAGAGGCCCCTGGTGGGTGTCAATGGGCTGGATGTGACC 

35 AGCCTCAGGCCCTTTGACCTTGTCATCCCCTTCACCATCAAGAAGGGCGAGATCACAGGGGAGGTTCGGA 
TGCCCTCAGGCAAGGTGGCGCAGCCCACCATCACTGACAACAAAGACGGCACCGTGACCGTGCGGTATGC 
ACCCAGCGAGGCTGGCCTGCAOSAGATGGACATCCGCTATGACAACATGCACATCCCAGGAAGCCCCrTG 
CAGTTCTATGTGGATTACGTCAACTGTGGCCATGTCACTGCCTATGGGCCTGGCCTCACCCATGGAGTAG 
TGAACAAGCCTGCCACCITCACCGTCyVACACauVGGATGCAGGAGAGGGGGGCCTGTCTCr^ 

40 GGGCCCX3TCCAAAGCAGAAATCAGCTGCACTGACAACCAGGATGGGACATGCAGCGTGTCCTACCTGCCT 
GTGCTGCCG<KXK3ACTAC:yiGCATTCrrAGTCAAGTAC7UiTGAACAGCACGTCCCAGGCAGCCCCri^ 
CTCGGGTCACAGGTGACGACTCCATGCGTATGTCCCACCTAAAGGTCGGCTCTGCTGCCGACATCCCCAT 
CAACATCTCAGAGACGGATCTCAGCCTGCTGACGGCCACTGTGGTCCCGCCCTCGGGCCGGGAGGAGCCC 
TGTTTGCTGAAGCGGCntSCGTAATGGCCACGTGGGGATTTCATTCGTGCCCAAGGAGACGGGGGAGCA 

45 TGGTGCATGTGAAGAAAAATGGCCAGCACGTGGCCAGCAGCCCCATCCCGGTGGTGATCAGCCAGTCGQA 
AATTGGGGATGCCAGTCGTGTTCGGGTCTCTGGTCAGGGCCTTCyVCGAAGGCCACACCTTTGAGCCTGCA 
GAGTTTATOVTTGATACCCGCGATGCAGGCTATGGTGGGCrrCAGCCTGTCCATTGAGGGCCCCA^ 
TGGACATCAACACAGAGGACCTGGAGGACGGGACGTGCAGGGTCACCTACTGCCCCACAGAGCCAGGCAA 
CTACATOiiTCAACATCAAGTTTGCCGACCACKACOTGCCTGGCAGCCCCTTCTCTGTGAAGGTGACAGGC 

50 GAGGGCCGGGTGAAAGAGAGCATCACCa3CAGGCGTCGGGCTCCTTCAGTGGCCyVAC^3TTGGTAGTCATT 
GTGACCTCAGCCTGAAAATCCCTGAAATTAGCATCCAGGATATGACAGCCCAGGTGACCAGCCCATCGGO 
CAAGACCCATGAGGCCGAGATCGTGGAAGGGGAGAACCACACCTACTGCATCCGCTTTGTTCCCGCTGAG 
ATGGGCACyvCACACAGTCAGCGTCAAGTAOUVGGGCCAGCACGTGCCTGGGAGCCCCTTCCAGTTCACCG 
TGGGGCCCCTAGGGGAAGGGGGAGCCCACAAGGTCCGAGCTGGGGGCCCIXKSCCTGGAGAGAGCTGAAGC 

5 5 TGGAGTGCCAGCCGAATTC AGTATCItMACX:CGGGAAGCTGGTGCrGGAGGCCTGGCCy>iT^ 

GGCCCCAG(yUGGCTGAGATCTCTTTTGAGGACCGCAAGGACGGCTCCTGTGGTGTGGCTTATGTGGTCC 
AGGAGCCAGGTGACTACGAAGTCTCAGTCAAGTTCAACGAGGAACACATTCCCGACAGCCCCTTCGTGGT 
GCCTGTGGCrrCTCCGTCTGGCGACGCCCGCCGCCTCACreTTTCTAGCCTTCAGGAGTCAGGGCTAAAG 
GTCAACCAGCCAGCCTCTTTTGCAGTCAGCCTGAACGGGGCCAAGGGGGCGATCGATGCCAAGGTGCACA 

60 GCCCCTCAGGAGCCCTGGAGGAGTGCTATGTCACAGAAATTGACCAAGATAAGTATGCTGTGCGCTTCAT 
CCCTCXXK5AGAATGGCGTTTACCK3ATTGACGTCAAGTTCAACGGTACCCACATCCCTGGAAGCCCCTTC 
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AAGATCCGAGTTGGGGAGCCTGGGCATGGAGGGGACCCACKjCTTGGTGTCTGCTTACGGAGCAGGTC^ 
AACK3CGGTGTCACAGGGAACCCAGCTGAGTTCGTCGTGAACACGAGCAATGCGGGAGCTGGTGCCCTGTC 
GGTGACCATTGACGGCCCCTCCAAGGTGAAGATGGATTGCCAGGAGTGCCCTGAGGGCTACCGCGTCACC 
TATACCCCCykTGGCACCTGGCyiGCTACCTCATCTCCATCAAGTACXjGCGGCCCCTACCACATTGGGGGCA 
5 GCCCCTTCAAGGCCAAAGTCACAGGCCCCCGTCTCGTCAGCAACCACAGCCTCCACGAGACATCATCAGT 
GTTTGTAGACTCTCTGACa^GGCCACCroTGCCCCCCAGCATGGGGCCCCGGGTCCTGGGCCTGCTGAC 
GCCAGCAAGGTGGTGGCCAAGGGCCTGGGGCTGAGCAAGGCCTACGTAGGCCAGAAGAGCAGCTTCACAG 
TAGACIXXyVGCAAAGCAGGCAACAACATGCTGCTGGTGGGGGTTCATGGCCCJAGGACCCCCTGCGAGGA 
GATCCTGGTGAAGCAOSTGGGCAGCCGGCTCTACAGCGTGTCCTACCTGCTCyUlGGACAAGGGGGAG 
1 0 ACACTGGTGGTCaVAATGGGGGCACGAGCACATCCCAGGCyVGCCCCrACCOCGTTGTGGTGCCC^^ 

GGGGCCCGTGCCAGCCGGCyvGCCCCCAAGCCTGCCCCGCTACCCAAGCAGCCCCGCCCTCTTCCCCTCAA 
CCCCGGCCCyVGGCCGCCCTGGCCGCCCGCCTGTCACTGCAGCrccCCCTGCCCTGTGCCGTGCTGCGCTC 
ACCreCCTCCCCAGCCAGCCGCTGACCTCTCXSGCTTTCTVCITGGGCAGAGGGAGCCATTTC 
CITGTCTTCTTTGGTTCTGGGAGGGGTGAGGGATGGGG 

15 

>gi I 4503745 I ref |NP_001447 . 1 1 filamin 1 (actin-binding protein-280) ; filamin 
A, alpha (actin-binding protein-280) ; filamin 1; actin-binding protein-2eo 
[Homo sapiens] (SEQ ID NO: 84) 

MSSSHSRAGQSAAGAAPGGGVDTRDAEMPATEKDLAEDAPWKKICXJNTFTRWCNEHLKCVSKRXANLQTD 
20 LSDGLRLIALLEVLSQKXMHRKHNQRPTFRQMQLENVSVALEFLDRBSIKLVSIDSKAIVDGNLKLILGL 
IWTLILHYSISMPMWDEEEDEEAKKQTPKQRLLGWIQNKLPQLPITNFSRDWQSGRALGALVDSCAPGLC 
PDWDSWDASKPVTNAREAMQQADDWLGIPQVITPEEIVDPNVDEHSVMTYLSQFPKAKLKPGAPLRPKLN 
PKKARAYGPGIEPTGbmVKKRAEFTVETRSAG<X3EVLVYVEDPAGHQEEAK\n"ANiroKireTFSVWYVPE^ 
TGTOKVTVLFAGQHIAKSPFBVYVDKSCXSDASKVTACXSPGLEPSGNIANKTTyFEIFTAGAGTGEVEVVI 
25 QDPMGQKGTX^PQLEARGDSryRCSYQPTMEGVHTVHVTFAGVPIPRSPYTVTVGQACNPSACRAVGRGL 
QPKGVRVKETADFKVYTKGAGSGELKVTV^GPKGEERVKQKDLGDGVYGPEYYPMVPGTYIVTITWGGQN 
IGRSPFEVKVGTECGNQKVRAWGPGLEGGWGKSADFWEAIGDDVGTLGFSVEGPSQAKIECDDKGDGS 
CDVRYWPQEAGEYAVHNHjCMSEDIRLSPFMADIRDAPQDFHPDRVKARGPGLEKTGVAVNKPAEFTVDAK 
HGGKAPLRVQVQDMEGCPVEALVKDNGNGTYSCSYVPRKPVKHTAMVSWGGVSIPNSPFRVNVGAGSHPN 
30 KVKVYGPGVAKTGLKAHEPTYFTVDCAEAGCX5DVSIGIKCAPGWGPAEADIDFDIIRNDNDTPTVKYTP 
RGAGSYTIMVLFADQATPTSPIRVKVEPSHDASKVKAEGPGLSRTGVELGKPTHFTVNAXAAGKGKLDVQ 
FSGLTKGDAVRDVDIIDHHDNTYTVKYTPVCX)GPVGVNVTyGGDPIPKSPPSVAVSPSIiDLSKIKVSGLG 
EKVDVGKDQEFTVlCSKGAGGQGKVASKIVGPSGAAVPCKVEPGLGADNSVVRFLPREEGPyEVEVTYDQV 

pvpgspfpleavaptkpskvkafgpglqggsagsparftidtkgagtgglgltvegpceaqlecldngdg 
35 tcsvsyvptepgdyninilfadthipgspfkahwpcfdaskvkcsgpgleratagbvgqfqvdcssags 
aeltieicseagiipaevyiqdhgdgthtityiplcpgaytvtikyggqpvpnfpsklqvepavdtsgvqc 
ygpgiegqgvfreattefsvdaraltqtggphvkarvanpsgnltetyvqdrgdgmykveytpyeeglhs 
vdvtydgspvpsspfq\rt>vtegcdpsrvrvhgpgiqsgttnkpnkftvetrgagtgglglaveapseakm 

SC^raNKDGSCSVEYIPYEAGTYSLNVTYGGHQVPGSPFKVPVHDVTDASKVKCSGPGLSPGMVRANLPQS 

40 FQVirrSKAaVAPLQVKVCX3PKGLVEPVDVVDNAIX3TQTVNyVPSREGPYSISVliYGDEEVPRSPFKVKVL 
PTHDASKVKASGPGUnTGVPASLPVEFTIDAKDAGEGLIAVQITDPEGKPKKTHIQDNHIXSTYTVAYVP 
DVTGRYTILIKYGGDEIPFSPYRVRAVPTGDASKCTVTVSIGGHGLGAGIGPTIQIGEETVITVDTKAAG 
KGKVTCTVCTPDGSEVDVDWENEDGTFDI FYTAPQPGKYV I CVRFGGEHVPNS PFQVTALAGDQPS VQP 
PLRSQQLAPQYTYAQGGQQTWAPERPLVGVNGLDVTSLRPFDLVIPFTIKKGEITGEVRMPSGKVAQPTI 

45 TDNraXjTVTVRYAPSEAGLHEMDIRYDNMHIPGSPLQFYVDYVNCGHVTAYGPGLTHGVVNKPATFTVNT 
KDAGEGGLSLAIEGPSKAEISCTDNQDGTCSVSYLPVLPGDYSILVKYNEQHVPGSPFTARVTGDDSMRM 
SHLKVGSAADIPINISETDLSIJ.TATVVPPSGREEPCLLKRLRNGHVGISFVPKETGEHLVHVKKNGQHV 
ASSPIPWISQSEIGDASRVRVSGQGLHEGHTFEPAEFIIDTRDAGYGGLSLSIEGPSKVDINTEDLEDG 
TCRVTYCPTEPGNYIINIKFADQHVPGSPFSVKVTGEGRVKESITRRRRAPSVANVGSHCDLSLKIPEIS 

50 I QDMTAQVTS PSGKTHEAE I VEGENHTYCI RFVPAEMGTHTVS VKYKGQHVPGS PFQFTVGPLGEGGAHK 
VRAGGPGLERAEAGVPAEFSIWTREAGAGGIAIAVEGPSKAEISFEDRKDGSCGVAYWQEPGDYBVSVK 
FNEEHIPDSPFWPVASPSGDARRLTVSSLQESGLKVNQPASFAVSLNGAKGAIDAKVHSPSGALEECYV 
TEIDQDKYAVRFIPRENGVYLIDVKFNGTHIPGSPFKIRVGEPGHGGDPGLVSAYGAGLEGGVTGNPAEF 
VVNTSNAGAGALSVTIDGPSKVKMDCQECPEGYRVTYTPMAPGSYLISIKYGGPYHIGGSPFKAKVTGPR 

55 LVSNHSLHETSSVFVDSLTKATCAPQHGAPGPGPADASKWAKGLGLSKAYVGQKSSFTVDCSKAGNNML 
LVGVHGPRTPCEEILVKHVGSRLYSVSYLLKDKGEYTLWKWGHEHIPGSPYRWVP 
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>gi I 5031568 I ref |NM_005736 . 1 1 Homo sapiens ARPl (actin-related protein 1, 
yeast) homolog A (centractin alpha) (ACTRIA) , tnRKA (SEQ ID NO:85) 
GAATTCGGGGCGCTACGGOK^ACCCGGCTGGGCAGTTCCTTCCCCAGAAGGAGAGATTCCTCTGCC ATGG 
AGTCCTACGATGTGATCGCCAACCAGCCTGTCGTGATCGACAACGGATCCGGTGTGATTAAAGCTGGTTT 
5 TGCTGGTGATCAGATCCCCAAATACTGCTTTCCAAACTATGTGGGCCGACCCAAGCACGTTCGTGTCATG 
GCAGGAGCCCTTGAAGGCGACATCTTCATTGGCCCCAAAGCTGAGGAGCACCGAGGGCrrGCTTTC;^ 
GCTATCCCATGGAGCATGGCATCGTCyVAGGATTGGAACGACATGGAACGCATTTGGCAATATGTCTA 
TAAGGACCy\GCTGCAGACTTTCTCAGAGGAGCATCCTGTGCTCCTGACTGAGGCGCCTTTAAACCCACGA 
AAAAACaSGGAACGAGCTGCCGAAGTTTTCTTCGAGACCTTCAATGTGCCCGCTCTTTTCATCTCCAT^ 

1 0 AAGCTGTACTCAGCCTTTACGCTACAGGCAGGACCACAGGGGTGGTGCKX3ATTCTGGGGATGQAGTCA 
CCATGCIX3TGCCCATCTATGAGGGCTTTXX;CATGCCCCACTCCATCATGCGCATCGACATCGCGGGCCG^ 
GAOSTCTCTCGCrTCCTGCGCCTCTACCTCCXSTAAGGAGGGCTACGACTTCCACTCATCCTCTGAGT^ 
AGATTGTCAAGGCCATAAAAGAAAGAGCCTGTTACCTATCCATAAACCCCCAAAAGGATGAGACGCTAGA 
GACAGAGAAAGCTCAGTACTACCTGCCrrcATGGCAGCACCATTGAGATTGGTCCITCCCGATT^ 

1 5 CCTGAGTKKH'CTTCy^GGCCAGATTTGATTGGAGAGGAGAGTGAAGGa^TCCACGAGGTCCT^ 

CCATTCAGAAGTCAGACATGGACCTGCGGCX3CACGCTTTTCTCTAACATTGTCCTCTCAGGAGGCT 
CCTGTIXyVAAGGTTTTGGTGACaGGCTCCTGAGTGAAGTQAAGAAACTAGCTCCAAAAGATGTGAAGATC 
AGGATATCrcCACCTCAGGAGAGACTGTATTCCACGTGGATTGGGGGCTCCATCCTTGCCTCCC^^ 
CCTTTAAGAAGATGTGGGTCTCCAAAAAGGAATATGAGGAAGACGGTGCCCGATCCATCCACAGAAAAAC 

20 CTTCTAATGTCGGGACATCATCITCACCTCTCTCTGAAGTTAACTCCACTTTAAAACrCGCTTTCT^ 

TCGGAGTCTTTGCGAGGAACTGCCTGTGTGTGAGTGCGTGTGTGGATATGAGTGTGTGCGCACATGCGAG 
TGCCGTGTGGCCCTGGGACCCIXKM5CCCAGAAAGGACGATGAACTACCCGCAGTGGTGATGCCTGAGGCC 
TGGGGTTGACCACTAACTGGOTCCTGACAGGGAAGAGCGCTGGCAGAGGCTGTGCTCCCTCCTCAGGTGG 
CCTCTGGCTGGCTGTGGGGGACTCCGTTTACTACCACAGGGAGACAGAGGGAGGTAAGCCATCCCCCGGG 

25 AGACCTTGCTGCTGACCATCCTAGGCTGGGCTGGCCCACCCTCACCCCCACCCCCAGGGTGCCCTGAGGC 
CCCAGGCAGCTGCroCCTCCACTATCGATGCCTCCTGACrcCAaVCTGAGGACTGGGAC 
TCTGTCTGGTTTTGTTGCCA'rTITGGTTTGGGAGGCTGGAAAAGCACCCCy^GAAGCTATTACA 
GGAGTCAGGAGAGAGCAGGAGGCCCTCATGTTCACCAGGGAACAGGACCACACCGGCCACTGAAGGAGGG 
CAGGAGCAGTCCTCCCrCTGAATGGCTGCy^GAGTTAATGTTCCCAGCCCAGTCCCCriTTCGGGGGCCTTC 

3 0 GGAGAGTTTAAGGCACCTGCTGGTTCCAGGACCrCGCTTTCCATOTGTTCrrTGTTGa^ 

AACCGTTTTATTTATTGAAGTGTTTGTTCAGTTAGGGGCTGGAGAGAGGGAGCTTGCTGCCTCCT 
GCrACACTAATGTTTACAGCACCTAAGCTTAGCCTCCAGGGCCCCACCTCTCCCAGCTGATGGTGAGCrc 
AO^GTGTCCSVCAGGTTCCAGGACCy^TTTGAGATTGGAAGCTACACTCAAAGACACTCCCACCAGGCTCrr^ 
TCrCCCTTTTCCTCTTCTCyVCTGCCCTGGAATCAACAGGCTGGTTGCrnXSTTAGATTTrCTGJ^ 

3 5 GGTAAAATTTTTCTTTGGCAGAGGCCCCTAAGCAAGGGAGGGGTGTTGGAGAGCCAGTGCCCnTAAGACT 
GGAGAAAGCTGCAATTTACCAAGTTGCCTTTTGCCACTGTAGCTGACCAGGGGACTAGGTTGTAG^ 
GGAAGGCCCCTCTGGGCTGATCTTGTGCCATTCTTGACCTTGGACCTGCITGGTT^ 
CAGACCAGAGTGCCAGGAGCTAATGGAGCCAGGCCTGACACCTAGGAGTGGTCCAAAGCCTTCAGCCTAG 
ATGGTGCAAAGCTGGGGCOVGCCreTCTTCACCGGCACCCTCACCTGTGACACCAAGACCCACCC^^ 

40 CAGACTTCACACAGTATTCTCCCCCACGCCGTCTATGACCAAAGGCCCCTGCCAGGTGTGGGTCCACAGC 
AGOVGGTATGTGTGAAAGCAACGTAGCGCCCCGCGGACTGCAGTGCGCTTAACCAACTCACCTCCCTTCT 
CTTAGCCCyu^GCCTGTCCCTCGCACAGCCTCGCACAAACCACATTGCCTGGTGGGGCCCAGTGTACTGAA 
ATAAAGTCGTTCCGATAGACACGTCAAAAAAAAAAAACCCGAATTC 

45 >gi I 5031569| ref |NP_005727 . 1 1 ARPl actin-related protein 1 homolog A, 
centractin alpha; ARPl (actin-related protein 1, yeast) homolog A 
(centractin alpha) ; centractin alpha; actin-RPV; centrosome -associated 
actin homolog; ARPl, yeast homolog A (Homo sapiens) (SEQ ID NO: 86) 
MESYDVIANQPWIDNGSGVIKAGFAGDQIPKYCFPNYVGRPKHVRVMAGAIiEGDIFIGPKAEBHRGLLS 

50 IRyPMEHGIVKDWNDMERIWQYVYSKDQLQTFSEEHPVLLTEAPIiNPRKNRERAAEVFFETFNVPALFIS 
MQAVLSLYATGRTTGWLDSGDGVTHAVPIYEGFAMPHSIMRIDIAGRDVSRFLRLYLRKEGYDFHSSSB 
FEIVKAIKERACYLSINPQKDETLETEKAQYYLPDGSTIEIGPSRFRAPELLFRPDLIGEESEGIHEVLV 
FAIQKSDMDLRRTLFSNIVLSGGSTLFKGFGDRLLSEVKKIiAPKDVKIRISAPQERLYSTWIGGSILASL 
DTFKKMVfVSKXEYEEDGARS IHRKTF 

55 

aoasln 

>gi |4505256 I ref |NM_002444 . 1 1 Homo sapiens moesin (MSN), mRNA (SEQ ID N0:87) 
60 GGCACXSAGGCCAGCCGAATCCAAGCCGTGTGTACTGCGTGCTCAGCACTGCCCGACAGTCCTAGCTAAAC 
TTCGCCAACTCCGCTGCCTTTGCCGCCACCATGCCCAAAACGATCAGTGTGCGTGTGACCACCATGGATG 
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CAGAGCTGGAGTTTGCCATCCAGCCCAACACCACCGGGAAGCAGCTATTTGACCAGGTGGTGAAAACTAT 
TGGCTTGAGGGAAGTTTGGTTCTTTGGTCTGCAGTACCAGGACACTAAAGGTTTCTCCACCTGGC^^ 
CTCAATAAGAAGGTGACrcCCCAGGATGTGCGGAAGGAAAGCCCCCTGCTCTTTAAGTTCCGTGCCAAGT 
TCTACCCTGAGGATGTGTCCGAGGAATTGATTCAGGACATCACTCAGCGCCTGTTCTTTCTGCAAGTGAA 
5 AGAGGGCATTCTCAATGATGATATTTACTGCCCGCCTGAGACCGCrreTGCTGCTGGCCTCGTATC 

CAGTCTAAGTATGGCGACTTCAATAAGGAAGTGCATAAGTCTGGCTACCTGGCCGGAGACAAGTTGCTCC 
CGCAGAGAGTCCTGGAACAGCACAAACTCAACAAGGACCAGTGGGAGGAGCGGATCCAGGTGTGGCATGA 
GGAACACCGTGGCATGCTCAGGGAGGATGCTGTCCTGGAATATCTGAAGATTGCrCAAGATCTGGAGATG 
TATGGTGTGAACTACTTCAGCATCAAGAACAAGAAAGGCTCAGAGCTGTGGCTGGGGGTGGATGCCCTGG 

1 0 GTCTCyVACATCTATGAGCAGAATGACyvGACTAACTCCCAAGATAGGCTTCCCCTGGAGTGAAATCAGGAA 
CATCTCTTTCAATGATAAGAAATTTGTCTVTCAAGCCaVTTGACAAAAAAGCCCCGGACrrTCGTCTTCTAT 
GCTCCCCGGCTGCGGArrAACAAGCGGATCTTGGCCTTGTGCATGGGGAACCATGAACTATACATGCGCC 
GTCGCAAGCCTGATACCATTGAGGTQCAGCAGATGAAGGCACAGGCCCGGGAGGAGAAGCACCAGAAGCA 
GATGGAGCGTGCTATGCTGGAAAATGAGAAGAAGAAGCGTGAAATGGCAGAGAAGGAGAAAGAGAAGATT 

1 5 GAACGGGAGAAGGAGGAGCTGATGGAGAGGCTGAAGCAGATCGAGGAACAGACTAAGAAGGCTCAGCAAG 
AACKXSAAGAACy^GACCCGTAGGGCTXrrGGAACTrcAGCAGGAACGGAAGCGTGCCavGAGCGAGGC^^ 
AAAGCTGGCCAAGGAGCGTCAAGAAGCTGAAGAGGCCAAGGAGGCCTTGCTGCAGGCCTCCCGGGACCAG 
AAAAAGACTCAGGAACAGCTGGCCTTGGAAATGGCAGAGCTGACAGCrCQAATCrCCCAGCTGGAGATGG 
CCCGACAGAAGAAGGAGAGTGAGGCTGTGGAGTGGCAGCAGAAGGCCCAGATGGTACAGGAAGACrTGGA 

20 GAAGACCaSTGCTGAGCTGAAGACrcCCATGAGTACACCTCATGTGGCAGAGCCTGCrGAGAATGAGCAG 
GATGAGCAGGATGAGAATGGGGCAGAGGCTAGTGCTGACCTACGGGCTGATGCTATGGCCTUVGGACCGCA 
GTGAGGAGGAACGTACCACTGAGGCAGAGAAGAATGAGCGTGTGCAGAAGCACCTGAAGGCCCTCACTTC 
GGAGCTGGCCAATGCCAGAGATGAGTCCAAGAAGACTGCCAATGACATGATCCATGCTGAGAACATGCGA 
CTGGGCOSAGACaVAATACAAGACCCTGCXjCCAGATCCGGCAGGGCAACACCAAGCAGCGCATT^ 

25 TTGAGTCTATG TAAT GGGCACCCAGCCTCrrAGGGACCCCrrCCTCCCTTTrTCCTTGTCCCCACACrrCCTA 
CACCTAACTCACCrrAACTCATACrcTGCTGGAGCCACTAACTAGAGCAGCCCrrGGAGTCATGCC^ 
TTAATGTAGCCATGGGACCAAACCrTAGCCCCTTAGCCCCCACCCACTTCCCTGGGCAAATGAATGGCTCA 
CTATGGTGCCAATGGAACCTCCTTTCTCrrTCrrCrrGTTCCATTGAATCTGTATC^ 

CTCCAGCCTAGAGGTACTTTCCACTTGATTTTGCAAATGCCCTTACACTTACrrGTTGTCCTATGGGAGTC 

3 0 AAGTGTGGAGTAGGTTGGAAGCTAGCTCCCCTCCTCTCCCCTCaVCTGTCTTCTTCAGGTCCTGAGATTA 
CACGGTGGAGTGTATGCGGTCTAGGAATGAGACAGGACCTAGATATCTTCTCCAGGGATGTCAACTGACC 
TAAAATTTGCCCrCCCATCCCGTTTAGAGTTATTTAGGCTTTGTAACGATTGGGGGAATAAAAAGATGTT 
CyVGTCATTTTTGTTTCTACCTCCCAGATCGGATCTGTTGCAAACTCAGCCTCAATAAGCCTTGTCGTTGA 
CTTTAGGGACTCAATTTCrCCCCAGGGTGGATGGGGGAAATGGTGCCTTCAAGACCTTCACCAAACATAC 

3 5 TAGAAGGGCATTGGCCATTCTATTGTGGCAAGGCTGAGTAGAAGATCCTACCCCAATTCCTTGTAGGAGT 
ATAGGCCGGTCTAAAGTGAGCTCTATGGGCAGATCTACCCCTTACTTATTATTCCAGATCTGCAGTCACT 
TCGTGGGATCroCCCCTCCCTGCTTCyUVTACCaUUVTCCrrCTCaUSCTATAACAGTAGGGATGAGTACCC 
AAAAGCTCAGCCAGCCCCyVTCAGGACTCTTGTGAAAAGAGAGGATATGTTCACACCTAGCGTCAGTATTT 
TCCCTGCTAGGGGTTTTAGGTCrCTTCCCCTCTCAGAGCrrACrrTGGGCCATAGCTCCTGCTCCACAGCCA 

40 TCCCAGCCnTGGCATCTAGAGCTTGATGCCAGTAGGCTCAACTAGGGAGTGAGTGCAAAAAGCTGAGTAT 
GGTGAGAGAAGCCTXJTGCCCTGATCCAAGTTTACTCAACCCTCTCAGGTGACCAAAATCCCCTTCTCATC 
ACTCCCCTCAAAGAGGTGACTGGGCCCTGCCTCTGTTTGACAAACCTCTAACCCAGGTCTTGACACCAGC 
TGTTCTGTCCCTTGGAGCrcTAAACCAGAGAGCTGCTGGGGGATTCTGGCCTAGTCCCTTCCACACCCCC 
ACCCCTTGCTCrrCAACCCy^GGAGCATCCACCTCCTTCTCTGTCTCATGTGTGCTCTTCriTCTTTC^ 

45 TATTATGTACTCTACTGATATCTAAATATTGATTTCTGCCITCCTTGCTAATGCACCATTAGAAGA 
AGTCrrGGGGCAGGATGATTTTGGCCrrCATTACrTTACCACCCCCACACCrrGGAAAGCATA™ 
ACAAAATGACATTTTGCCAAAATTATTAATATAAGAAGCITTCAGTATTAGTGATGTCATCTGTCACT 
AGGTCATACAATCCATTCTTAAAGTACriTGTTATTTGTTTTTATTATTACrrcTTTGTC^ 
TTCAGTCCCTCAAGGGGCCATCCTGTCCCACCATGCAGTGCCCCCTAGCTTAGAGCCTCCCTCAATTCCC 

50 CCTOGCCACCACCCCCCACTCTGTGCCTGACCTTGAGGAGTCTTGTGTGCTVTTGCTGTGAA^ 

TTGGTGATATGTCCTATATTGGCTAAATTGAAACCTGGAATTGTGGGGCAATCTATTAATAGCTGCCT^ 
AAGTCAGTAACTTACCCTTAGGGAGGCTGGGGGAAAAGGTTAGATTTTGTATTCAGGGGTTTT^ 
CTTTTTGGGTTTTTAAAAAATTGTTTTTGGAGGGGTTTATGCrCAATCCATGTT 
AAAATTTAGGTGACTTCAAAAAAAAAAAA 

55 

>gi |4505257 I ref (NP_002435 . 1 1 moesin [Homo sapiens] (SEQ ID NO: 88) 
MPKTISVRVTTMDAELKFAIQPNTTGKQLFDQVVKTIGLREVWFFGLQYQDTKGPSTWLKLNKKVTAQDV 
RKESPLLFKFRAKFYPEDVSEELIQDITQRLFFLQVKEGILNDDIYCPPETAVLLASYAVQSKYGDFNKE 
VHKSGYLAGDKLLPQRVLEQHKLNKDQWEERIQVWHEEHRGMLREDAVLEYLKIAQDLEKYGVNYFSIKN 
60 KKGSELWLGVDALGUilYEONDRLTPKIGFPWSEIRNISFNDKKFVIKPIDKKAPDFVFYAPRLRINKRI 
LALCMGNHELYMRRRKPDTIEVQQMKAQAREEKHQKQMERAMLENEKKKREMAEKEKEKIEREKEELMER 
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LKQIEEQTKKAQQELEEQTRRALELEQERKRAQSEAEKLAKERQEAEEAKEALLQASRDQKKTQEQLALE 
MAELTARISQLEMARQKKESEAVEWQQKAQMVQEDLEKTRAELKTAMSTPHVAEPAENEQDEQDENGAEA 
SADLRADAMAKDRSEEERTTEAEKNERVOKHLKALTSELANARDESKKTANDMIHAENrmLGRDKYKT^ 
QIRQGNTKQRIDEFESM 

5 

TiNpa 

>gi|925724 8|ref |NM_000362.2( Homo sapiens tissue inhibitor of 
10 metal loproteinase 3 (Sorsby fundus dystrophy, pseudoinf lammatory) (TIMP3) , 
mRNA (SEQ ID NO: 89) 

TCTCTCGACTTCCCCCAGAGCTGATCCriTGTCTTTGTCCACTTCrnyVGCGAGGATGG 

CCTTCCCTTACTATCGCAGAGAGAGCAGGCCCrCCCCAGTCATGTCCy^CCCAGAACTCTGTTTTGTTTT 

CTTCATAGCCCTAGCATCTVCaVGAAAATCACCCTGTGCATTCATGGATGTCOVCXSQGGGCAAGGGCTT^ 

1 5 GTTGCTTAACCCAGCATCCTGAACCXJTGTTTGTTGAATGAATACAGAACCCCGTTT^ 

CAGAAAACyiGTCTTCTATCATATATCATAGCCAGCTCGAAACAGCaVGATGGCTTCCATATCCAGAGAGCA 
AGAACCAGAGAGAGAGAGAAAGAGAGAGAGTTTGGGTCTTTCTCCTCrKTNCCTGCTCTCrcaVGAGA^ 
CTGGAGGGGTAGCAGTTAGCATTCCCCCGCTGGTTCCACCAAGCACAGTCAAGGTCTCTAGGACATGGCC 
ACCXTCTOVCCrrGTGGAAGCGGTCCTGCTGGGGTGGGTGGGTGTTAGTTGGTTCIX^ 

20 ACCCAGTGGCCCAGGTGGGCGTGGGGCCAGGGCGCAGACGAGAAGGGGCACGAGGGCTCCGCTCCGAGGA 
CCCAGCGGCAAGCACCGGTCCCGGGNGGGCCCCAGCCCACCCACTCGCGTGCCCACGGCGGCATTATTCC 
CTATAAGGATCTGAACGATCCGGGGGCGGCCCCGCCCCGTTACCCCrrrcCCCCCGGCCCCGCCCCCTTTT 
TGGAGGGCCGATGAGGTAATGCGGCTCTGCCATTGGTCTGAGGGGGCGGGCCCCAACAGCCCGAGGCGGG 
GTCCCCGGGGGCCCAGCGCTATATCACTCGGCCGCCCAGGCAGACGGCX3CAGAGCGGGCAGCAGGCAGGC 

25 GGCGGGCGCrcyVGACGGCnrrCTCCTCCrCCTtnTGCTCCTCCAGCTCCTGCrCCriTCGCCC^ 

CCGCCGAGTCCTGGCCAGCGCCGAGGCAGCCTGCCTGCGCCCCATCCCGTCCCGCCGGGCACTCGGAGGG 
CAGCGCGCCGGAGGCC7VAGGTTGCCCCGCACGGCCCGGCGGGCGAGCGAGCTCGGGCTGCAGCAGCCCCG 
CCGGCXSCXSCACGGCTUVCnTTGGAGAGGa^AGCAGCAGCCCCGGCAGCGGCGGCAGCAGCGGC ^ 
CTTGGCrn:XK5GCra^TCGTGCTCCriXX3GCAGCI^ 

30 CTCGCCCaVGCCACCCCCAGGACGCCTTCTGCAACTCCGACATCGTGATCCGGGCCAAGGTGGTGGGGAAG 
AAGCTGGTAAAGGAGGGGCCCTTCGGCACGCTGGTCTACACOVTCAAGCAGATGAAGATGTACajAGGCT 
TCACCAAGATGCCCCATGTGCAGTACATCCACACGGAAGCTTCCGAGAGTCTCTGTGGCCTTAAGCIt^ 
GGTCAACyUVGTACCAGTACCrn3CrroACAGGTCGCX3TCTATGATGGCAAGATGTACACXKKK3CTGTG 
TTCGTGGAGAGGTGGGACCAGCrrCACCCTCTCCCAGCGCAAGGGGCTGAACTATCGGTATCACCTGGGTT 

3 5 GTAACrroCAAGATCAAGTCCTGCTACrACCTGCCTTGCTTTGTGACTTCCAAGAACGAGTGTC^^ 
CGACATGCTCTCCAATTTCGGTTACCCTGGerACCAGTCCAAACACTACGCCTGCyiTCCGGCA^ 
GGCrrACTGCAGCTGGTACCGAGGATGGGCCCCCCCGGATAAAAGCATCATCAATGCCACAGACCCC TGAG 
CGCCAGACCCTGCCCCACCTCACTTCCCTCCCTTCCCGCroAGCTTCCCriTGGACa^CT 
ATGATGACAATGAAATTAGTGCCTGTTTTCTTGCAAATTTAGCaVCTItXSAACATTT;^ 

40 GCTGTCyVTATGGGGTTTATTGGGAACTATCCTCCTGGCCCCACCCTGCCCCTTCTTTTTGGTT^ 
CATTCATTTCCACCTGGGAATTTCTGGTGCCATGCCaVGAAAGAATGAGGAACCriX3TATTCCTCT^ 
TGATAATATAATCTCTATTTTTTTAGGAAAACAAAAATGAAAAACTACTCCATTTGAGGATTGTAATTCC 
CACCCCTCTTGCTTCTTCCCCACCTCACCATCTCCCAGACCCTCrrTCCCTTTGCCCTTCrCCTCCAATAC 
ATAAAGGACACAGACAAGGAACTTGCTGAAAGGCCAACCATTTCAGGATCAGTCAAAGGCAGCAAGCAGA 

45 TAGACIXy^GGTGTGTGAAAGATGTTATACACCAGGAGCrGCCyiCTGCATGTCCCAACCAGACTGTGTCT 
GTCTGTGTCTGCATGTAAGAGTGAGGGAGGGAAGGAAGGAACTACAAGAGAGTCGGAGATGATGCAGCAC 
ACACACAATTCCCCAGCCCAGTGATGCTTGTGTTGACCAGATGTTCCTGAGTCTGGAGOU^GCACCCAGG 
CCAGAATAACAGAGCrrTCriTAOTTGGTGAAGACTTAAACATCTGCCrrGAGGTCAGGAGGCAATT^ 
GCCTTGTACAAAAGCTCAGGTGAAAGACTGAGATGAATGTCTTTCCTCrCCCrroCCTCCCACCAGACT^^ 

50 CrrCCTGGAAAACGCTTTGGTAGATTTGGCCAGGAGCTTTCTTTTATGTAAATTGG^ 

ATACACTATCCACAGATATAGCCAAGTAGATTTGGGTAGAGGATACTATTTCCAGAATAGTGTTTAGCTC 
ACCTAGGGGGATATGTTTGTATACACATTTGCaVTATACCCACATGGGGACATAAGCrAATTnTTTACAG 
GACAO^GAATTCrGTTCAATQCTGTTAAATATGCCAATAGTTTAATCrrcrrTCTATTT^ 
TGTTTGAAGAAAATCATGACATTCCRAGTTGACATTTTTTTTTTCATTT^ 

5 5 AACACCGTCAGCTVCCCTCTCITCCCTATCATGGGTCATCTGACCCCTGTCCGTCTCCrrTGTCCCTGCr^ 
ATGTTTGGGGGCCTTTCTTTAACTGCCTTCCrnKjCTTAGCTCAGATGGCAGATC 

CCTGGGCACAGGAGGGAGAGCTGCAGAGTGTCCTGCCTGCCTTGGCTGGAGGGACACCTCTCCTGGGTG 
GGAGACAGCTTGGTTCCCTTTCCCTAGCTCCCTGGTGGGTGAATGCCACCrCCTGAGATCCrCACCTC^ 
GGAATTAAAATTGTTGGTCACTGGGGAAAGCCTGAGTTTGCAACCAGTTGTAGGGTTTCTO 
60 ' m ' i ' r 'T rrri t^AAATAAAACTATAATATAAATTCTCCTATTAAATAAAATTATTTTAAGTTTTAGTGTCA 
AAAGTGAGATGCTGAGAGTAGGTGATAATGTATATTTTACAGAGTGGGGGTTGGCAGGATGGTGACATTG 
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AACATGATTGCTCTCTGTCTCTTTTTTCAGCTTATGGGTATTTATCTTCrATTAGTATTTC 
TTCATTCCACTTTAGGAAACAGAGCTGCCAATTGAAACAGAAGAAGAAAAAAAAAAAAGCAGCAGACAAC 
AOVCTGTAGAGTCTTGCT^CACACACAAGTGCCCAGGCAAGGTGCTTGGCAGAACCGCAGAGTGGG^ 
AGTACCGGCATCGGGTTTCCTIXKXjATCAATTTCATTACCGTGTACCTTTCCCATTGTGGTCACGCCATT 
5 TGGCAGGGGGAGAATGGGAGGCrnSGCCTTCTTTGTGAGGCAGTGTGAGCAGAAGAAGCTGATGCCAGCA 
TGTCACIXKSTTTTGAAGGGATGAGCCCAGACTTGATCTTTTGGGATTGTCCTTATTTTAACCTCAA^ 
TCGCATGGTGGGGCCCCTGACCAACCTACACAAGTTCCCTCCCACAAGTGGACATCAGTGTCTTCTCTGT 
GAGGCATCTGGCa^TTCGCAOTCCCTGGTGTGGTCAGCCTCTCTCACACAAGGAGGAACTTGGGTGAAGG 
CTGAGTGTGAGGCACCTGAAGTTTCCCTGCGGAGTCGATAAATTAGCAGAACCACATCCCCATCTGTTAG 
1 0 GCCTTGGTGAGGAGGCCCTGGGCAAAGAAGGGTCTTTCGCAAAGCGATGTCAGAGGGCGGTTTTGAGCTT 
TCTATAAGCTATAGCTTrcTTTATTTCACCCGTTCACTTACrrGTATAATrTAAAATaVTTTATGT^ 
AGACACTTCroTATTTCAATCATATCATGAACATTTTATTTTGCTAAATC^^ 

AATATGTGTACyVTTGTGTTTAAGAGAAAAATGAAACCCACATGCCGCCATTTTCCTGAATCAAATTCTGC 
AGTGGAATGGAGAGGAAAATACITCTAGGCAAGCAGCTAGACrGGTGAATTGGGGGAAATAGAAGGAACT 

1 5 AGTAACTGAGACTCCTCCAGCCrrCITCCCTATTGGAATCCCAATGGCTCCTGGAGTAGGAAAAAAGTTTA 
AACTAa^TTCATGTTCTTGTTCrGTGTCACrCGGCCCTGGGTAGTCTACCATTTACTTCACCCCyiAGTCC 
TGCTGCCCATCCAGTTGGGAAGCCCATGATTTTCCTAAGAATCCAGGGCCATAGGAGATACAATTCCAAG 
TTCrCGCTTCCTCCITTXKXSCATCrrCTTCTGCCTCCCAATCAAGGAAGCTCCACGCTCAGG 
CTCGGGCCaGTGCTCrcCTCrcTCCAGGGTAGGTAATACTGGGAGACTCCTC 

20 TTCCAGACCTGCCTCATGGTGGCAACATGGTTCrrTGAACAATTAAAGAAACAAATGACTTTT^ 

CCCTGTCTAGGGCAAACTGTGGCCCCCAGGAGAaVCTACCCTTCCATGCCCCAGACCTOTGTCTTGCATG 
TGACAATTGAOVATCTGGACTACCCCAAGATGGCACCa^GTGTTI^CTTCTGGCTACCTAAGGTTA^ 
ATGTCyVCTAGAGTATTTTTATGAGAGACAAACATTATAAAAATCTGATGGCAAAAGCAAAACAAAATGGA 
AAGTAGGGGAGGTGGATGTGACAACAACTTCCAAATTGGCTCTTTGGAGGCGAGAGGAAGGGGAGAAC^ 

25 GGAGAATAGTTTTTGCITTGGGGGTAGAGGCTTCTTAGATTCTCCCAGCATCCGCCTTTCCCTTTAG 

GTCTGCTGTCCTGAAACCCAGAAGTGATGGAGAGAAACCAACAAGAGATCTCGAACCCTGTCTAGAAGGA 
ATGTATTTGTTGCTAAATTTCXSTAGCyjLC^TTTACAGTTTTCCTCCATGTTATTTATG^^ 
CGTGAATGTATATTGTCTTGTAATGTTGCATAATGTTCACTTTTTATAGTGTGTCCTTTATTCTAAACAG 
TAAAGTGGTTTTATTTCTATCAC 

30 

>gi I 4507513 I ref |NP_000353 . 1 1 tissue inhibitor of metalloproteinase 3; 
Tissue inhibitor of nietalloproteinase-3 ; K222 expressed in degenerative 
retinas [Homo sapiens] (SEQ ID NO: 90) 

MTPWI/3LIVLLGSWSLGDWGAEACTCSPSHPQDAFCNSDIVIRAKVVGKia.VKEGPFGTLVYTIKQMKMY 
35 RGFTKMPHVQYIHTEASESLCGLKLBVNKYQYLLTGRVYIXSKMyTGLCMFVERWDQIiTLSQRKGIiNYRYH 
LGCNCKIKSCYYLPCFVTSKNECLWTDMLSNFGYPGYQSKHYACIRQKGGYCSWYRGWAPPDKSIINATD 
P 

>gi [21536431 1 ref |NM_000362 . 3 I Homo sapiens tissue inhibitor of 
40 metalloproteinase 3 (Sorsby fundus dystrophy, pseudoinf lammatory) (TIMP3) , 
mRNA (SEQ ID NO: 91) 

TCTGTTOACTTGCCCCAGAGCTGATCCTTCTCTTrcTCCACTTCTCyVGCGAGGATGGCACTTCAGGC^ 

CCTTCCCTTACTATCGCAGAGAGAGCyVGGCCCTCCCCAGTCATGTCCAACCCAGAACTCTGTTTTGTTTT 

CTTCTiTAGCCCrrAGCATCACAGAAAATCACCCrroTGCATTCATGGATGTCCACGGGGGCAAGGGCTTTGT 

45 GTTGCTTAACCCAGCATCCTGAACCGTGTTTGTTGAATGAATACAGAACCCCGTTTGCTCTGGGAGAGCA 
CAGAAAACAGTCTTCTATCATATATCATAGCCAGCTGCAAACAGCAGATGGCTTCCCATATCCCAGAGAG 
TAAGAACCAGAGAGAGAGAGAAAGAGAGAGAGTTTGGGTCTTTCTCCTCTGTGCCTGCTCTCTCCAGAGA 
AACKXSAGGGGTAGCAGTTAGCATTCCCCCXKrrGGTTCCACCAAGCACAGTCAAGGTCTCTAGGACATGG 
CCACCCCTCACCTGTGGAAGCGGTCCTGCTGGGGTGGGTGGGTGTTAGTTGGTTCnMTT^^ 

50 ACACCCAGTGGCCCAGGTGGGCGTGQGGCCAGGGCGCAGACGAGAAGGGGCACGAGGGCTCCGCTCCGAG 
GACCCAGCGGCAAGCACCGGTCCCGGGCGCGCCCCAGCCCACCCACTCGCGTGCCCACGGCGGCATTATT 
CCCTATAAGGATCTGAACGATCCGGGGGCGGCCCCGCCCCGTTACCCCTTGCCCCCGGCCCCGCCCCCTT 
TTTGGAGGGCCGATGAGGTAATGTOGCrCTGCCATTGGTCTGAGGGGGCGGGCCCCAACAGCCCGAGGCG 
GGGTCCCCGGGGGCCCAGCGCTATATCACTCGGCCGCCCAGGCAGCGGCGCAGAGCGGGCAGCAGGCAGG 

5 5 CGGCGGGCGCTCAGACGGCTTCTCCTCCTCCTCTTGCTCCTCCAGCTCCTGCTCCTTCGCCGGOAGGCCG 
CCCGCCGAGTCCTGCGCCAGCGCCGAGGCAGCCTCGCTGCGCCCCATCCCGTCCCX3CCGGGCACTCGGAG 
GGCAGCGCGCCGGAGGCCAAGGTTGCCCCGCACGGCCCGGCGGGCGAGCGAGCTCGGGCTGCAGCAGCCC 
CGCCGGCGGCGCGCACGGCAACTTTGGAGAGGCGAGCAGCAGCCCCGGCAGCGGCGGCAGCAGCGGCAAT 
GACCCCTTGGCTCGGGCTCATCGTGCTCCTGGGCAGCTGGAGCCTGGGGGACTGGGGCGCCGAGGCGTGC 

60 ACATGCTCGCCCAGCCACCCCCAGGACGCCTTCTGCAACTCCGACATCGTGATCCGGGCCAAGGTGGTGG 
GGAAGAAGCTGGTAAAGGAGGGGCCCTTCGGCACGCTGGTCTACACCATCAAGCAGATGAAGATGTACCX3 
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AGGCTTCACCAAGATGCCCCATGTGCAGTACATCOVCACGGAAGCTTCCGAGAGTCrCTGTGGCCTTAAG 
CTGGAGGTCAACAAGTACCAGTACCTGCTGACAGGTCGCGTCTATGATGGCAAGATGTACACGGGGCTGT 
GCAACTTCGTGGAGAGGTGGGACCAGCTCACCCTCTCCCAGCGCAAGGGGCTGAACTATCGGTATCACCT 
GGGTTGTAACnXJCAAGATCAAGTCCTGCTACTACCTGCCTTGCTTTGTGACTTCCAAGAA 
5 TGGACCGACATGCTCTCCAATTTCGGTTACCCTGGCTACCAGTCCAAACACTACGCCTGCATCCGGCAGA 
AGGGCGGCTACTGCAGCTGGTACCGAGGATGGGCCCCCCCGGATAAAAGCATCATCAATGCCACAGACCC 
CTGAGCGCCAGACCCTGCCCCACCTCACTTCCCTCCCTTCCCGCTGAGCTTCCCTTGGACACT 
CCCAGATGATGACAATGAAATTAGTGCCTGTTTrCTTGCAAATTTAGCACTTGGAACATTTAA^ 
TCTATGCTGTCATATGGGGTTTATTGGGAACTATCCTCCTGGCCCCACCCrcCCCCTTCTT^^ 

1 0 GAO^TCATTCATTTCCACCrreGGAATTTCrrGGTGCCATGCCAGAAAGAATGAGGAACCTGTATTCCT 

CTTCGTGATAATATAATCTCTAmTrrrAGGAAAACAAAAATGAAAAACTACTCCATTTGAGGATTGTA 
ATTCCCACCCCTCTTGCTTCTTCCCCACCTCACCATCTCCCAGACCCTCTTCCCTTTGCCCTTCTCCTCC 
AATACATAAAGGACACAGACAAGGAACTTGCTGAAAGGCC7UVCCATTTCAGGATCAGTCAAAGGCAGCAA 
GCAGATAGACrcy\AGGTGTGTGAAAGATGTTATACACCAGGAGCTGCCACTGCATGTCCCAACCAGACTG 

1 5 TGTCTGTCTGTGTCTGCATGTAAGAGTGAGGGAGGGAAGGAAGGAACTACAAGAGAGTCGGAGATGATGC 
AGOVCACACACAATTCCCCAGCCCAGTGATGCTTGTGTTGACCAGATGTTCCTGAGTCTGGAGCAAGCAC 
CCAGGCaVGAATAACAGAGCTTTCTTAGTTGGTGAAGACTTAAACATCTGCCTGAGGTCAGGAGGCAATT 
TGCCTGCCTTGTACAAAAGCTCAGGTGAAAGACTGAQATGAATGTCTTTCCTCTCCCTGCCTCCCACCAG 
ACTTCCTCCTGGAAAACGCTTTGGTAGATTTGGCCAGGAGCTTTCTTTTATGTAAATTGGATAAATAC^ 

20 ACACCATACACTATCCTVCAGATATAGCCyUVGTAGATTTGGGTAGAGGATACrrATTTCCAGAATAGTGTTT 
AGCTCACCTAGGGGGATATGTTTGTATACACATTTGCATATACCCACATGGGGACATAAGCrrAATTTTT^ 
TACAGGACACAGAATTCTGTTCAATGCTGTTAAATATGCCAATAGTTTAATCTCTTCTATTTTGTO 
TTGCTTGTTTGAAGAAAATCATGACyvTTCCAAGTTGACATTTTTTTTTCATT^ 
TCTGAACACCGTCAGCACCCTCTCTTCCCTATCATGGGTCATCTGACCCCTGTCaSTCTCCT^ 

25 CTTCATGTTTGGGGGCCTTTCTrrAACroCCTTCCTGGCTTAGCTCAGAT^ 

AGGGCCTGGGCACAGQAGGGAGAGCnXJCAGAGTGTCCroCCTGCCrTGGCTGGAGGGACACCTCTCCT^ 
GTGTGGAGA(^GCTTGGTTCCCTTTCCCTAGCTCCCTGGTGGGTGAATGCCACCTCCT 
TCTTGGAATTAAAATTGTTGGTCACTGGGGAAAGCCTGAGTTTGCAACCAGTTGTAGGGTTTCTGTO 
rrriTrn ' riTXTlTri XSAAATAAAACTATAATATAAATTCTCCTATTAAATAAAATTATrrTAAG 

3 0 AGTGTCAAAAGTGAGATGCTGAGAGTAGGTGATAATGTATATTTTACAGAGTGGGGGTTGGCAGGATGGT 
GACATTGAACATGATTGCTCTCTGTCTClTl"lTi'CAGCTTATGGGTATTTATCTTCTATTAGTATTTC 
TCITCAGTTCATTCCaVCTTTAGGAAACAGAGCTGCCAATTGAAACAGAAGAAGAAAAAAAAAAAAAGCAG 
CAGACAACACACTGTAGAGTCTTGCACACACACAAGTGCCCAGGCAAGGTGCTTGGCAGAACCGCAGAGT 
GGGAAGAGAGTACCGGCATCGGGTTTCCTTGGGATCAATTTCATTACCGTGTACCITTCCCATTGTGGTC 

35 ATGCCATTTGGCAGGGGGAGAATGGGAGGCriTGGCClTC"l"ri'GTGAGGCAGTGTGAGCAGAAGCTGATGC 
aVGCaVTGTCACriXM3TTTTGAAGGGATGAGCCCAGACTIX3ATGTTTTGGGATTC 

AGGTCTCGCATGGTGGGGCCCCTGACCAACCTACACAAGTTCCCTCCCACAAGTGGACATCAGTGTCTTC 
TCTGTGAGGCATCKK5CCATTCGCACTCCCTGGTGTGGTCAGCCTCTCTCACACAAGGAGGAACTTGGGT 
GAAGGCTGAGTGTGAGGCACCTGAAGTTTCCCTGCGGAGTCGATAAATTAGCAGAACCACATCCCCATCT 

40 GTTAGGCCTTGGTGAGGAGGCCCTGGGCAAAGAAGGGTCTTTCGCAAAGCGATGTCAGAGGGOXSTTTTG 
AGCTTTCTATAAGCTATAGCTTTGTITATTTCACCCGTTCACTTACTGTATAATTTAAAATCATTTATGT 
AGCTGAGACACTTCTGTATTTCAATOVTATCyVTGAACATTTTATTTrGCTAAATCTTGTGTCATGTC 
GCTGTAATATGTGTACATTGTGTTTAAGAGAAAAATGAAACCCACATGCCGCCATTTTCCraAATC;^ 
TCTGCAGTGGAATGGAGAGGAAAATACTTCTAGGCAAGCAGCTAGACTGGTGAATTGGGGGAAATAGAAG 

45 GAACTAGTAACTGAGACrCCTCCAGCCTCCrCCCTATTGGAATCCCAATGGCTCCTGGAGTAGGAAAAAA 
GTTTAAACTACATTCATGTTCTTGTTCTGTGTOiCTCGGCCCTGGGTAGTCTACCATTTAC^ 
AGTCCroCTGCCCATCCAGTTGGGAAGCCATGATTTTCCTAAGAATCCAGGGCCATGGGAGATACAATTC 
CAAGTTCTaSCTTCCTCCTTTGGGCATCTCTTCTGCCTCCCyVATCAAGGAAGCTCCATGCrCAGGCTCTC 
AGCTCTCXXKCCAGTGCTCTGCTCTGTCCAGGGTAGGTAATACTGGGAGACTCCTGTCTTTTACCCTCCC 

50 CI^TTCCAGACCTGCCTCATGGTGGCAACATGGTTCTTGAACAATTAAAGAAACAAATGACTT^ 

ATAGCCCTGTCTAGGGCyu^CTGTGGCCCCCAGGAGACACTACCCriTCCATGCCCCAGACCTCrcTCTTG 
CATGTGAOVATTGACAATCTGGACTACCCCAAGATGGCACCCAAGTGTTTGGCTTCTGGCT^^ 
TAACATGTCACTAGAGTATTTTTATGAGAGACAAACATTATAAAAATCTGATGGCAAAAGCAAAACAAAA 
TQGAAAGTAGGGGAGGTGGATGTGACAACAACTTCCAAATTGGCTCTTTGGAGGCGAGAGGAAGGGGAGA 

5 5 ACTrGGAGAATAGTTTTTGCTTTGGGGGTAGAGGCTTCTTAGATTCTCCCy^GCATCCGCC:^ 

GCCAGTCTGCTGTCCTGAAACCCAGAAGTGATGGAGAGAAACCAACAAGAGATCTCGAACCCTGTCTAGA 
AGGAATGTATTTGTTGCTAAATTTCGTAGCACTGTTTACAGTTTTCCTCCATGTrATTTATGAATT^ 
ATTCCGTGAATGTATATTGTCTTGTAATGTTGCATAATGTTCACTTTTTATAGTGTGTCCTTTATTCTAA 
ACAGTAAAGTGGTTTTATTTCTATCAC 

60 
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SMH 

>gi |4506564 I ref |NM_002939 . 1 1 Homo sapiens ribonuclease/angiogenin inhibitor 
(RNH) , mRNA (SEQ ID HO: 92) 
5 AGTGCCTTAGATTCCAGCGAGCTACGAAGCAATCCTGGCCCAGCCGAGCTTGCTTCCCCAAATCCCGTAA 
TCCTTGACCITATTCCCCCAAAGAAGaXK:CTCCCGGGAAGGAGCGCCCTGGCGGAGAAGACTCGAACGG 
CTCCCACAGCCGGGCGTTGGGGGTAAAGGCATGAAGAACTCTTGACTGACAGAAACGGAGGGTGTGTCCA 
AAGTTTTGAGGACXSGCCGAGCGGOSCrCCAAAACCCGTCCTCACAGCCTCGCCCCGTTCGCCTCAGCTAC 
AACAAATCATCGTCAACCTGTTCCACCriTCTCCAGTCTGGTAGCAAAAAGGGGTGTCTCAGGCCACTCr^ 

1 0 CACCTCCACC ATG AGCCTGGACATCCAGAGCCTGGACATCCAGTGTGAGGAGCTGAGCGACGCTAQATGG 
GCCGAGCTCCTCCCTCTGCTCCAGCAGTGCCAAGTGGTCAGGCTGGACGACTGTGGCCTCACGGAAGCAC 
GGTGCAAGGACATCAGCTCTGOVCTTCGAGTCAACCCTGCACTGGCAGAGCTCAACCTGCGCAGC;^ 
GCTGGGCGATGTCGGCGTGCATTGCGTGCTCCAGGGCCTGCAGACCCCCrCCroCAAGATCCAGAAGCTG 
AGCCTCCAGAACTGCTGCCTGACGGGGGCCGGCnSCGGGGTCCTGTCCAGCACACTACGCACCCTGCCCA 

1 5 CCCTGCAGGAGCTGCACCTCAGCGACAACCTCTTGGGGGATGCGGGCCTGCAGCTGCrrCTGCGAAGGACT 
CCTGGACCCCCAGTGCCGCCTGGAAAAGCTGCAGCTGGAGTATTGCAGCCrCTCGGCTGCCAGCr^ 
CCCCTGGCCTCCGTGCTCAGGGCCAAGCCGGACn'CAAGGAGCTCyvCGGTTAGCAACAACGACATCAATG 
AGGCTGGCGTCCGTGTGCTGTGCCAGGGCCTGAAGGACTCCCCCTCCCAGCTGGAGGCGCTCAAGCTGGA 
GAGCTGCGGTGTGACATCAGACAACTGCOKXjACCTGTGCGGCATTGTGGCCTCCAAGGCCTCGCTC 

20 GAGCTGGCCCTGGGCAGCAACAAGCTGGGTGATGTGGGCATGGCGGAGCTGTGCCCAGGGCTGCTCCACC 

ccagctccaggcrcaggaccctgtggatcnxsggagtgtggcatcactgccaiagggctgcggggatct^ 
ccgtgtcctcagggccaaggagagcctgaaggagctcagcctggccggcaacgagctgggggatgagggt 

GCCCQACTGCTGTGTGAGACCCrrGCroGAACCrGGCTGCCAGCTGGAGTCGCrc 
GCirCACAGCCGCCTGCrGCTCCCACTTCAGCTCAGTGCTGGCCCAGAACAGGTTTCTCCT 

25 GATAAGCAACAACAGGCTGGAGGATGCGGGCGTGCGGGAGCTGTGCCAGGGCCTGGGCCAGCCTGGCTCT 
GTGCTGCGGGTGCTCTGGTTGGCCGACTGCGATGTGAGTGACAGCyVGCTGCaVGCAGCCTCG 
TGTTGGCCaU^CCAOVGCCTGCGTGAGCTGGACCTCAGCAACAACTGCCTGGGGGACGCGGGCATCCTGCA 
GCTGGTGGAGAGCGTATCCGAGCCCGGCroCCrCCTGGAGCAGCTGGTCCrGTATOACATTTACr^^ 
GAGGAGATGGAGGACCGGCTQCAGGCCCTGGAGAAGGACAAGCCATCCCrQAGGQTCATCrrCCrGAAGCT 

3 0 CTTCCTGCTGCTGCTCTCCCTGGACGACCGGCCTCGAGGCAACCCTGGGGCCCACCyiGCCCCrro 

TCTOVCCCTGCTVTATCCrAGGTTTGAAGAGAAACGCTCAGATCCGCTTATTTCrcCCAGTATATT^ 
CACTrTATAATCATTAAAGCACTTTCTTGGC 

>gi |4506565 I ref (NP_002930 . 1 1 ribonuclease/angiogenin inhibitor; Placental 

35 ribonuclease inhibitor [Homo Bapiena) (SEQ ID NO: 93) 

MSIJ5IQSLDIQCEELSDARWAELLPLLCX)CQVVRLDDCGLTEARCKDISSALRVNPAIiAELNLRSNELGD 
VGVHCn^QGLQTPSCKIQKLSI^NCCLTGAGOSVLSSTLRTLPTLQELHLSDNLUSDAGLQLLCEGLLDP 
QCRLEKLQLEYCSLSAASCEPLASVLRAKPDFKELTVSNNDINEAGVRVIiCQGLKDSPCQLEALKLESCG 
VTSDNCRDLCGIVASKASLRELALGSNKLGDVGMAELCPGLLHPSSRLRTLWIWECGITAKGCGDLCRVL 

40 RAKESLKELSLAGNEU3DEGARLLCETLLEPGCQLESLWVKSCSFTAACCSHFSSVLAQNRFLLE1.QISN 
NRLEDAGVRELCQGIiGQPGSVLRVLWIiADCDVSDSSCSSLAATLlANHSLREIJJLSNNCLGDAGILQLVE 
SVSEPGCLLEQLVLYDIYWSEEMEDRLQALEKDKPSLRVIS 

>gi 1 21361546 I ref (NM_002939 . 2 ( Homo sapiens ribonuclease/angiogenin 

45 inhibitor (RNH), mRNA (SEQ ID NO:94) 

CACACCCIXMSTCGGTTTTGCrCACGTGCrrTCGGGTaXSTTGGATTCAGTTCCTCCA 
ATGTCACCACCCTTTGCCACTGTCCrTGCAGGCCGGGCGCCCAGGCGTGTGGACCCGAGCCCAGCCTTGC 
GTCTTTCCTCCCAGTTGGTACCAGGGGCCTTGTGCCTCCACTCATGCAQAGTGGACCAGCCXJCCTCTGAA 
GCAGCCCCGGGGAGAGGAGTGCCAGGCACACAGACTCAGGAAGCTGGGGGTGTCAGGGCACCAGGAGCCT 

5 0 CTCAAGCGGTCCTGTTOGCCGTCTTTCTGAAGGGCAGCnSGGGTTGCATCAT^ 

CCAACTTTCTGGGGCTTCTGGATGAGAGCCCTCTCCCCACCCCACCCACCCCTCCCCGCATTGTGGCATC 
AGTGCTGCTGCTTCCAGGGAGCCTTCCTGGCCATCCAAGCCTCCTCTCCAGGTTCCrGCCCTGCTC 
CCCCAGGCCAGTGCTTGGCAGGTGCTCAGGGAATGTATCCACCTU^CCAAGGTTTGGGGTGGC^ 
CCTGACCA(nTrCCCCAGGCCCCTGGCGGGTACCrrGAGCTGTGCTCTCAGGGCCTCAGGAACCTCCrTCC 

5 5 ATATTCAGGGCCTGTGCCTGGGGAGGCTTCAGGGTGTAGCAGCTGTGCCCATCCCAGGCTGACCCACCCA 
GCTTGCCIXKSTAGCCCAGCCTCrGGGCTAGTGTGCCGTGGGGCAGGGGATGTGCTGTAGCCTGGTGCAGA 
GTCCCCAACCCCAGAAGGGGGCCATGGAAGCTGACACCCCAAGTGGCCX3CCCCCCTGCTCTGTCTTGCTT 
CGGACACrroTGGCCGGGTCCAGGATCCTGGCATCCTGGGAGGTCTCTGGCTTTGTGGGCAGCC^ 
CCCGCACAGTCTGCCrcTCCTGAGGGTGAGACACAGGTCAAGCCa^CAGACCCCCTTGCTCCCCTGCTGG 

60 GGCCTCCAGGCTCACyVGACCACCCCACCCTACCCTGTCCTTGCCCAAGCAAATGAGAGGCAGGGGCTTCC 
CGGGCTGCTGCTGTCCCGCCCTCTGTGGGGCAGGAGGAGGTGCCCACAGAGGCTGGGTGGTGATAGCCAG 
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GAGATGGGCTGGCATCTGCATTACCCAAGCTCTGCTGCCCATGGTGGCCTTTCTGGGGGTGGGTGC^ 

CCCTGCCCCCTGCCCCACCCCTGATGTCTX3CTCCAGAGACAAAGGTGGGGAGGGTGCTGAAGAGGAAGTG 

TTTGCCa^GGGAGAGGCTGCGGCrcCTCCTGAAACATCAGCCCTGTGGGTCCTGTTTGCAGAATCTCCGG 

CCTGTGAAACTGTGAGGGGATTCAGCCAAGACGTCCTCTTCCCTCTGCCTCCCACCCAGGCCACTCTTCA 

CCTCCACCATQAGCCrrGGACATCCAGAGCCTGGACATCCAGTGTGAGGAGCTGAGCGACGCTAGATGGGC 

CGAGCTCCTCCCTCTGCTCCAGCAGTGCCAAGTGGTCAGGCTGGACGACTGTGGCCTCACGGAAGCACGG 

TGCAAGGACATCAGCTCTGCACTTCGAGTCAACCCTGCACI^CAGAGCTCAACCTGCGCAGCA^ 

TXXKKXjATGTCGGCGTGCATTGOSTGCrrCCAGGGCCTGCAGACCCCCTCCTGCAAGATCCAGAAGCTC 

CCTCCAGAACTGCTGCCTGACGGGGGCCGGCTGCGGGGTCCTGTCCAGCACACTACGCACCCTGCCCACC 

CTGCAGGAGCTGCACCTCRGCXlAaUlCCTCrTGG<XK3ATGCGGGCCTGCAGCTGCTC 

TGGACCCCCAGTGCCGCCTGGAAAAGCTGCAGCTGGAGTATTGCAGCCTCTCGGCTGCCAGCTGCGAGCC 

CCTGGCCTCCGTGCTCAGGGCCAAGCCGGACTTCAAGGAGCTCACGGTTAGCAACAACGACATCAATGAG 

GCrrGGa3TCCGTGTGCrATGCCAGGGCCTGAAGGACTCCCCCTGCCAQCriXK3AGGCGCrrCAAGC^^ 

GCTGCGGTGTGACATCAGACAACTGCCGGGACCTGTGCGGCyVTTGTGGCCrcCAAGGCCTCGCTGC^^ 

GCTGGCCCTGGGOWJCAACAAGCTGGGTCATGTGGGCATGGCGGAGCTGTGCCCAGGGCTGCTCCA 

AGCTCCAGGCTCAGGACCCTGTGGATCTGGGAGTGTGGCATCACTGCCAAGGGCTGCGGGGATCroTGC^ 

GTGTCCTCAGGGCCAAGGAGAGCCTGAAGGAGCrCAGCCTGGCCGGCAACGAGCTGGGGGATGAGGGTGC 

CCGACTGCTGTGTGAGACCCTGCTGGAACCTGGCTGCCAGCTGQAGTOKrroTGGGTGAAGTCCTC 

TTCACAGCCGCCTGCTGCrrcCCACriTCAGCTCAGTGCTGQCCCAGAAaiGGTTTCT 

TAAGCAACAACAGGCTGGAGGATGCGGGCGTGCX3GGAGCTGTGCOVGGGCCTGGGC(:y^GCCrG<^ 

GCroCGGGTGCTCTGGTTGGCCGACTGCGATGTGAGTGACAGCAGCTGCAGOVGCCTCGCCGCy^ 

TTGGCCAACCACAGCCTGCGTGAGCTGGACCTCAGCAACAACTGCCTGGGGGACGCGGGCATCCnXKZAGC 

TGGTGGAGAGCGTCCGGCAGCCGGGCTGCCTCCnKSAGCa^GCTGGTCCTGTACGACTVTTTACTGGTCTGA 

GGAGATGGAGGACTOGCTGCAGGCCCTOGAGAAGGACAAGCCATCCCrGAGGGTCATCTCCTGAGGCTCT 

TCCTGCrrGCKXn'CTCCCTGGACGACCGGCCTCGAGGCAACCCTGGGGCCCACCAGCCCCTGCCATGCT 

TCACCCTGCATATCCTAGGTTTGAAGAGAAACGCTCAGATCCGCTTATTTCrcCCAGTATATTTTGGAC^ 

CTTTATAATCATTAAAGCACTTTCTTGGCAGGAAAAAAAAAA 

>gi (21361547 1 ref |NP_002930 . 2 I ribonuclease/angiogenin inhibitor; Placental 
ribonuclease inhibitor [Homo sapiensj (SEQ ID NO: 95) 

MSIJ3IOSIiDIQCEELSDARWAELLPLLQOCOVVRIJ3DCGLTEARCKDISSALRVNPALAELNIiRSNELGD 
VGVHCVLQGLQTPSCKIQKLSLQNCCLTGAGCGVLSSTLRTLPTLQELHLSDNLLGDAGLQLLCEGLLDP 
QCRLEKIiQLEYCSLSAASCEPLASVLRAKPDFKELTVSNNDINEAGVRVLCQGLKDSPCQLEALKLESCG 
VTSDNCRDLCGIVASKASLRELALGSNKLGDVGMAELCPGLLHPSSRLRTLWIWECGITAKGCGDLCRVL 
RAKESLKELSLAGNELGDEGARLLCETLLEPGCQLESLWVKSCSFTAACCSHFSSVIiAQNRFLLELQISN 
NRLEDAGVRELCQGLGQPGSVLRVLWLADCDVSDSSCSSLAATLLANHSLRELiDIiSNNCLGDAGIIiQLVE 
SVRQPGCLLEQLVLYDIYWSEEMEDRLQAIiEKDKPSLRVIS 
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WHAT IS CLAIMED IS: 



1 1 . A method for identifying a compound that modulates T 

2 lymphocyte activation, the method comprising the steps of: 

3 (i) contacting the compound with an A-raf-1 or TCPTP/PTPN2 

4 polypeptide or a fragment thereof, the polypeptide or fragment thereof encoded by a 

5 nucleic acid that hybridizes under stringent conditions to a nucleic acid encoding a 

6 polypeptide having an amino acid sequence of SEQ ID N0:2, 4, or 28; and 

7 (ii) determining the functional effect of the compound upon the A-raf-1 or 

8 TCPTP/PTPN2 polypeptide. 

1 2. The method of claim 1 , wherein the functional effect is measured 

2 in vitro. 

1 3. The method of claim 2, wherein the functional effect is a physical 

2 effect. 

1 4. The method of claim 3, wherein the functional effect is determined 

2 by measuring ligand or substrate binding to the polypeptide. 

1 5. The method of claim 2, wherein the functional effect is a chemical 

2 effect. 

1 6. The method of claim 1, wherein the polypeptide is expressed in a 

2 host cell. 

1 7. The method of claim 6, wherein the functional effect is a physical 

2 effect. 

1 8. The method of claim 7, wherein the functional effect is determined 

2 by measuring ligand or substrate binding to the polypeptide. 

1 9. The method of claim 6, wherein the functional effect is a chemical 

2 or phenotypic effect. 

1 1 0. The method of claim 6, wherein the host cell is primary T 

2 lymphocyte. 
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1 11. The method of claim 6,wherein the host cell is a cultured T cell. 

1 12. The method of claim 1 1 , wherein the host cell is a Jurkat cell. 

1 13. The method of claim 6, wherein the chemical or phenotypic effect 

2 is determined by measuring CD69 expression, intracellular Ca^* mobilization, Ca^* 

3 influx, or lymphocyte proliferation. 

1 1 4. The method of claim 1 , wherein modulation is inhibition of T 

2 lymphocyte activation. 

I 15. The method of claim I, wherein the polypeptide is recombinant. 

1 16. The method of claim 1, wherein the compound is an antibody. 

1 17. The method of claim 1, wherein the compound is an antisense 

2 molecule. 

1 1 8. The method of claim 1, wherein the compound is a RNAi 

2 molecule. 

1 19. The method of claim 1 , wherein the compound is a small organic 

2 molecule. 

1 20. The method of claim 1, wherein the compound is a peptide. 

1 21 . The method of claim 20, wherein the peptide is circular. 

1 22. A method for identifying a compound that modulates T 

2 lymphocyte activation, the method comprising the steps of: 

3 (i) contacting a T cell comprising an A-raf- 1 or TCPTP/PTPN2 

4 polypeptide or fragment thereof with the compound, the A-raf- 1 or TCPTP/PTPN2 

5 polypeptide or fragment thereof encoded by a nucleic acid that hybridizes under stringent 

6 conditions to a nucleic acid encoding a polypeptide having an amino acid sequence of 

7 SEQIDNO:2.4,or28; and 

8 (ii) determining the chemical or phenotypic effect of the compound upon 

9 the cell comprising the A-raf- 1 or TCPTP/PTPN2 polypeptide or fragment thereof, 
10 thereby identifying a compound that modulates T lymphocyte activation. 
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1 23. A method for identifying a compound that modulates T 

2 lymphocyte activation, the method comprising the steps of: 

3 (i) contacting the compound with an A-raf-1 or TCPTP/PTPN2 

4 polypeptide or a fragment thereof, the A-raf- 1 or TCPTP/PTPN2 polypeptide or fragment 

5 thereof encoded by a nucleic acid that hybridizes under stringent conditions to a nucleic 

6 acid encoding a polypeptide having an amino acid sequence of SEQ ID N0:2, 4, or 28; 

7 (ii) determining the physical effect of the compound upon the A-raf-1 or 

8 TCPTP/PTPN2 polypeptide; and 

9 (iii) determining the chemical or phenotypic effect of the compound upon 

10 a cell comprising the A-raf- 1 or TCPTP/PTPN2 polypeptide or fragment thereof, thereby 

1 1 identifying a compound that modulates T lymphocyte activation. 

1 24. A method of modulating T lymphocyte activation in a subject, the 

2 method comprising the step of administering to the subject a therapeutically effective 

3 amount of a compoxmd identified using the method of claim 1 . 

1 25. The method of claim 24, wherein the subject is a human. 

1 26. The method of claim 24, wherein the compound is an antibody. 

1 27. The method of claim 24, wherein the compound is an antisense 

2 molecule. 

1 28. The method of claim 24, wherein the compound is a RNAi 

2 molecule. 

1 29. The method of claim 24, wherein the compound is a small organic 

2 molecule. 

1 30. The method of claim 24, wherein the compound is a peptide. 

1 31. The method of claim 30, wherein the peptide is circular. 

1 32. The method of claim 24, wherein the compound inhibits T 

2 lymphocyte activation. 
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1 33. A method of modulating T lymphocyte activation in a subject, the 

2 method comprising the step of administering to the subject a therapeutically effective 

3 amount of an A-raf- 1 or TCPTP/PTPN2 polypeptide, the polypeptide encoded by a 

4 nucleic acid that hybridizes under stringent conditions to a nucleic acid encoding a 

5 polypeptide having an amino acid sequence of SEQ ID N0:2, 4, or 28. 

1 34. A method of modulating T lymphocyte activation in a subject, the 

2 method comprising the step of administering to the subject a therapeutically effective 

3 amount of a nucleic acid encoding an A-raf- 1 or TCPTP/PTPN2 polypeptide, wherein the 

4 nucleic acid hybridizes under stringent conditions to a nucleic acid encoding a 

5 polypeptide having an amino acid sequence of SEQ ID N0:2, 4, or 28. 
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Surface Marker Screen 
TCR Activation-Induced Expression of CD69 



Repeat until 
phenotype 
is established 



Infect Jurkat N (Tet-regulatable line) 

i 

- Stimulate cells with anti-TCR mAb 

I 

FACS sort for CD69'°^CD3* cells 

i 

- Recover and expand desired cells 

i 

Single cell cloning 

i 

Tet-regulatable phenotype 

i 

Rescue DNA 
Sequence 
Transfer to naive cells 



FIG. 2 
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Cell Specificity of the cDNA Hits 



Transfected with cDNA Hit-IRES-GFP 



Phoenix cells 



T 



Viral supernatant 



Jurkat T cells 



BJAB B cells 



Antigen receptor 
stimulation 



CD69 Upregulation in GFP- and GFP+ cells 



FIG. 4 
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